This Page Is Inserted by IFW Operations 
and is not a part of the Official Record 

BEST AVAILABLE IMAGES 

Defective images within this document are accurate representations of 
the original documents submitted by the applicant. 

Defects in the images may include (but are not hmited to): 

• BLACK BORDERS 

• TEXT CUT OFF AT TOP, BOTTOM OR SIDES 

• FADED TEXT 

• ILLEGIBLE TEXT 

• SKEWED/SLANTED IMAGES 

• COLORED PHOTOS 

• BLACK OR VERY BLACK AND WHITE DARK PHOTOS 

• GRAY SCALE DOCUMENTS 

IMAGES ARE BEST AVAILABLE COPY. 



As rescanning documents will not correct images, 
please do not report the images to the 
Image Problem Mailbox. 



WORLD INTELLECTUAL PROPERTY ORGANIZATTON 
Inicmationat Bureau 




INTERNA'i lONAL APPLICATION PUBLISHED UNDER THE PATENT COOPERATION TREATY (PCT) 



(51) Internatioiia: Patent Classification ^ : 

A6lk 31^4, 31/38, 31/41, 31/415, 31/42, 
31/425, 31/44, 31/47, C07D 215/20, 
231/40, 261/14, 257/06, 263/48, 271/113, 
277/28, 285A35, 307/66, 333/36, 401710, 
401/12 



Al 



(11) International Publication Number: 
(43) International Publication Date: 



WO 99/32106 

1 July 1999(01.07.99) 



(21) International Application Number: PCT/US98/26078 

(22) International Filing Date: 22 December 1998 (22.12.98) 



(30) Priority Data; 
08/996^43 



22 December 1997 (22.1 2.97) US 



(71) Applicant: BAYER CX)RPORATION [US/US]; 100 Bayer 
Road. Pittsburg. PA 15205 (US). 



(72) Inventors: DUMAS, Jacques; 821 Beechwood Road, Orange, 
CT 06477 (US). KHIRE. Uday; 101 Tanglcwood Drive. 
Hamden. CT 06518 (US). LOWINGER, Timofliy, Bruno; 
5-7, #1203 Chitose^ho, Nishinomiya. Hyogo 662-0046 
(JP). PAULSEN, Holger Pahltesdrasse 5, 0-42115 Wup- 
pertal (DE). RIEDL. Bemd; 13 Cedrus Court, Branford, 
CT 06405 (US). SCOTT, William, J.; 210 Saddle Hill 
Drive, Guilford, CT 06437 (US). SMFTH, Roger, A.; 65 
Winteihill Road, Madison, CT 06443 (US). WOOD, Jill, 
E.; 72 Pickwick Road, Hamden, CT 06517 (US). HA- 
TOUM-MOKDAD, Holia; 43 Joseph Lane, Hamden, CT 
06514 (US). JOHNSON, Jeffrey; 213 Leetes Island Road, 
Branford. CT 06405 (US). LEE, Wendy; 282 Evei^reen 
Avenue, Hamden, CT 06518 (US). REDMAN. Aniko; 66 
E. Street, Derby. CT 06418 (US). 

(74) Agents: TOA VERSO. Richard. J. et al.; Millen. White, Zelano 
& Bianigan. P.C.. Arlington Couithouse Plaza I. Suite 1400. 
2200 Clarendon Boulevaid. Arlington. VA 22201 (US). 



(81) Designated States: AL. AM. AT. AU. AZ. BA, BB, BG. BR, 
BY, CA, CH, CN. CU. CZ, DE. DK. EE. ES, FI. GB, GD, 
GE, GH. GM, HR, HU, ID, IL, IN, IS, JP, KE. KG, KP, 
KR, KZ, LC, LK. LR. LS, LT, LU, LV, MD. MG, MK. 
MN. MW, MX, NO, NZ, PL, PT, RO. RU. SD, SE, SG. 
SI, SK. SL. TJ, TM, TR, TT. UA, UG. UZ, VN, YU. ZW, 
ARIPO patent (GH, GM, KE, LS, MW, SD. SZ. UG, ZW), 
Eurasian patent (AM. AZ, BY, KG. KZ. MD, RU. TJ. TM). 
European patent (AT. BE, CH, CY, DE. DK, ES, H, PR, 
GB. OR. IE. IT. LU. MC. NL, PT, SE), OAPI patent (BF, 
BJ. CF, CG, CI. CM, GA. GN, GW, ML. MR, NE. SN. 
TD, TG). 



Published 

With international search report. 



(54) Titfe: INHIBITION OF RAF KINASE USING SUBSTITUTED HETERCX:YCLIC UREAS 
(57) Abstract 

Methods of treating tumors mediated by raf kinase, widi substituted urea compounds, and such compounds per se. 



FOR THE PURPOSES OF INFORMATION ONLY 



Codes used to identify States paity to the PCTon the front pages of pamphlets publishing intemational applications under the PCT. 



AL 


Albania 


BS 


Spain 


LS 


Lesotho 


SI 


Slovenia 


AM 


Amienia 


FI 


Finland 


LT 


Lithuania 


SK 


Slovakia 


AT 


Austria 


FR 


France 


LU 


Luxembourg 


SN 


Senegal 


AU 


Australia. 


GA 


Oabon 


LV 


Latvia 


SZ 


Swaziland 


AZ 


Acerbaijan 


GB 


United Kingdom 


MC 


Monaco 


TD 


Chad 


BA 


Bosnia and Herzegovina 


GE 


Georgia 


MD 


Republic of Moldova 


TG 


Togo 


BB 


Barbados 


GH 


Ghana 


MG 


Madagascar 


TJ 


Tajikistan 


BE 


Belgitttn 


GN 


Guinea 


MK 


The former Yugoslav 


TM 


lYukmenistan 


BF 


BttikiDa Va$o 


GR 


Greece 




Republic of Macedonia 


TR 


TUikey 


BG 


Btt^aria 


HU 


Hungary 


ML 


Mali 


TT 


THnidad and Tobago 


BJ 


Beiun 


IE 


Irdand 


MN 


Moitgolia 


UA 


Ukraine 


BR 


Bruil 


IL 


Imd 


MR 


Mauritania 


UG 


Uganda 


BY 


Belarus 


IS 


Iceland 


MW 


Malawi 


US 


United States of America 


CA 


Canada 


IT 




MX 


Mexico 


UZ 


Uzbekistan 


CF 


Central AfWcan RqMiblic 


iP 




NE 




VN 


Viet Nam 


CG 


Congo 


KB 


Kenya 


ML 


Netherlands 


YU 


Yugoslavia 


CH 


Switzerland 


KG 


Kyigyzstan 


NO 


Norway 


zw 


Zimbaibwe 


CI 


cote d'lvoire 


KP 


Dcnxxratic People's 


NZ 


New Zealand 






CM 


CaincrooB 




Republic of Korea 


PL * 


l^and 






CN 


China 


KR 


Republic of Kbiea 


PT 


Portugal 






CU 


Oiba 


KZ 


Kazakiun 


RO 


Romania 






CZ 


Czech Repoblte 


LC 


Saint Luda 


RU 


Russian Fedeiatioii 






DE 


Gemiany 


LI 


Licduenstein 


SD 


Sudan 






DK 


Denmark 


LK 


Sri Lanka 


SB 


Sweden 






BE 


Estonia 


LR 


Uberia 


SG 


Singapoie 







wo 99/32106 



PCT/US98/26078 



INHIBITION OF RAF KINASE USING SUBSTITUTED 
HETEROCYCLIC UREAS 

Field of the invention 
This invention reJaies to the us eof a group of aryl ureas in treating raf mediated 
diseases* and pharmaceutical compositions for use in such therapy. 

Background of the Invention 

The p21'^ oncogene is a major contributor to the development and progression of 
htmian solid cancers and is mutated in 30% of all human cancers (Bolton et al. Ann. 
Rep. Med. Chem. 1994, 29, 165-74; Bos. Cancer Res. 1989, 49, 4682-9). In its 
normal, unmutated form, the ras protein is a key element of the signal transduction 
cascade directed by growth factor receptors in almost all tissues (Avruch et al. Trends 
Biochem. ScL 1994, 79, 279-83). Biochemically, ras is a guanine nucleotide binding 
protein, and cycling between a GTP-bound activated and a GDP-bound resting form is 
strictly controlled by ras' endogenous GTPase activity and other regulatory proteins. 
In the ras mutants in cancer cells, the endogenous GTPase activity is alleviated and, 
therefore, the protein delivers constitutive growth signals to downstream effectors 
such as the enzyme raf kinase. This leads to the cancerous growth of the cells which 
carry these mutants (Magnuson et al. Semm. Cancer Biol, 1994, 5, 247-53). It has 
been shown that inhibiting the effect of active ras by inhibiting the raf kinase 
signaling pathway by administration of deactivating antibodies to raf kinase or by co- 
expression of dominant negative raf kinase or dominant negative MEK, the substrate 
of raf kinase, leads to the reversion of transformed cells to the normal growth 
phenotype (see: Daimi et al. Trends Biochem, Sci. 1994, J 9, 474-80; Fridman et al. J. 
Biol Chem. 1994, 269, 30105-8. Kolch et al. {Nature 1991, 349, 426-28) have funher 
indicated that inhibition of raf expression by antisense RNA blocks cell proliferation 
in membrane-associated oncogenes. Similarly* inhibition of raf kinase (by antisense 
oligodeoxynucleotides) has been correlated in vitro and in vivo with inhibition of the 
growth of a variety of human tumor types (Monta et al., Nai. Med. 1996, 2« 668-75). 
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Summary of the Invention 

The present invention provides compounds which are inhibitors of the enzyme raf 
kinase. Since the enzyme is a downstream effector of p21"', the instant inhibitors are 

5 useful in pharmaceutical compositions for human or veterinary use where inhibition 
of the raf kinase pathway is indicated, e.g., in the treatment of tumors and/or 
cancerous cell growth mediated by raf kinase. In particular, the compounds are useful 
in the treatment of human or animal, e.g., murine cancer, since the progression of 
these cancers is dependent upon the ras protein signal transduction cascade and 

10 therefore susceptible to treatment by interruption of the cascade, i.e., by inhibiting raf 
kinase. Accordingly, the compounds of the invention are useful in treating solid 
cancers, such as, for example, carcinomas (e.g., of the limgs, pancreas, thyroid, 
bladder or colon, myeloid disorders (e.g., myeloid leukemia) or adenomas (e.g., 
villous colon adenoma). 

15 

The present invention therefore provides compounds generally described as aryi ureas, 
including both aryl and heteroaryl analogues, which inhibit the raf pathway. The 
invention also provides a method for treating a raf mediated disease state in humans or 
mammals. Thus, the invention is directed to compounds and methods for the 
20 treatment of cancerous cell growth mediated by raf kinase comprising administering a 
compound of formula I: 

s 

A-NH-C-NH-B I 

wherein B is generally an unsubstituted or substituted, up to tricyclic, aryl or 
heteroaryl moiety with up to 30 carbon atoms with at least one S or 6 member 
aromatic structure containing 0-4 members of the group consisting of nitrogen, 
25 oxygen and sulfur. A is a heteroaryl moiety discussed in more detail below. 

The aryl and heteroaryl moiety of B may contain separate cyclic structures and can 
include a combination of aryl, heteroaryl and cycloalkyl stractures. The substituents 
for these aryl and heteroaryl moieties can vary widely and include halogen, hydrogen, 
30 hydrosulfide, cyano, nitro, amines and various carbon-based moieties, including those 
which contain one or more of sulfiir, nitrogen, oxygen and/or halogen and are 
discussed more particularly below* 
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Suitable aryl and heteroaryl moieties for B of fonnuia I include, but are not limited to 
aromatic ring structures containing 4-30 carbon atoms and 1-3 rings, at least one of 
which is a 5-6 member aromatic ring. One or more of these rings may have M 
5 carbon atoms replaced by oxygen, nitrogen and/or sulfur atoms. 

Examples of suitable aromatic ring structures include phenyl, pyri.dinyl, naphthyl, 
pyrimidinyK benzothiazolyl, quinoline, isoquinoline, phthalimidinyl and combinations 
thereof, such as, diphenyl ether (phenyloxyphenyl),. diphenyl thioether 

10 (phenylthiophenyl), diphenylamine (phenylaminophenyl), phenylpyridinyl ether 
(pyridinyloxyphenyl), pyridinylmethylphenyl, phenylpyridinyl thioether 
(pyridinylthiophenyl), phenylbenzothiazolyl ether (benzothiazolyloxyphenyl), 
phenylbenzothiazolyl thioether (benzothiazolylthiophenyl), phenylpyrimidinyl ether, 
phenylquinoiine thioether, phenylnaphthyl ether, pyridinylnapthyl ether, 

15 pyridinylnaphthyl thioether, and phthalimidylmethylphenyl. 

Examples of suitable heteroaryl groups include, but are not limited to, 5-12 carbon- 
atom aromatic rings or ring systems containing 1-3 rings, at least one of which is 
aromatic, in which one or more, e.g., 1-4 carbon atoms in one or more of the rings can 

20 be replaced by oxygen, nitrogen or sulfur atoms. Each ring typically has 3-7 atoms. 
For example, B can be 2- or 3-fiiryl, 2- or 3-thienyl, 2- or 4-tria2inyl, 1-, 2- or 3- 
pynrolyl, 1-, 2-, 4- or 5-imida2X)lyl, 1-, 3-, 4- or 5-pyrazolyl, 2-, 4- or S-oxazolyl, 3-, 4- 
or 5-isoxazolyI, 2-, 4- or S-thiazoIyl, 3-, 4- or 5-isothiazolyl, 2-, 3- or 4-pyridyl, 2-, 4-, 
5- or 6-pyrimidinyl, l,2,3-tria2ol-l-, -4- or -5-yl, 1,2,4-triazoM -3- or ^5-yl, 1 - or 5- 

25 tetrazolyl, I,2,3-oxadiazoI-4. or ~5-yl, l,2,4-oxadiazol-3- or -5-yl, l,3,4-thiadia2ol-2- 
or-5-yl, l,2,4-oxadiazol-3- or--5-yl, l,3,4-thiadiazol-2- or-5-yl, l,3,4-thiadia2ol-3- 
or-5-yl, 1,2,3-thiadiazoM- or-5-yl, 2-, 3-, 4-, 5- or 6-2H-thiopyranyl, 2-, 3- or 4^H- 
thiopyianyl, 3- or 4-pyridazinyl, pyrazinyl, 2-, 3-, 4-, 5-, 6- or 7-benzofuryl, 2-, 3-, 4-, 
5-, 6- or T-benzothienyl, 1-, 2-, 3-, 4-, 5-, 6- or 7-indoIyl, 1-, 2-, 4- or 5- 

30 boizimidazolyl, 1-, 3-, 4-, 5-, 6- or 7-benzopyra2olyI, 2-, 4-, 5-, 6- or 7-ben2oxa20lyl, 
3-, 4-, 5- 6- or 7-benzis(»cazolyl, 1-, 3-, 4-, 5-, 6- or 7-benzothiazolyl, 2-,''4-, 5-, 6- or 
T-benzisothiazolyl, 2-, 4-, 5-, 6- or 7-benz-l,3-oxadiazolyl, 2-, 3-, 4-, 5-, 6-, 7- or 8- 
quinolinyl, 1-, 3-, 4-, 5-, 6-, 7-, 8- isoquinolinyl, 1-, 2-, 3-, 4- or 9-carbazolyl, 1-, 2-, 
3-, 4-, 5-, 6-, 7-, 8- or 9-acridinyl, or 2-, 4-, 5-, 6-, 7- or S-quinazolinyl, or additionally 
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optionally substituted phenyl, 2- or 34hienyl, 1,3,4-thiadiazolyI, 3-pynyK 3-pyrazoIyl, 
2-thiazolyi or S-thiazolyl, etc. For example, B can be 4-methyl-phenyK 5-methyl-2- 
thienyl, 4-melhyl-2-thienyl, l-methyl-3-pyrryl. 1 -meihyl-3-pyra2olyK 5-methyl-2- 
thiazoiyl or 5-mcthyi-l,2,4-thiadiazoI-2-yl. 

Suitable alkyl groups and alkyi portions of groups, e.g., alkoxy, etc., throughout 
include methyl, ethyl, propyl, butyl, etc., including all straight-chain and branched 
isomers such as isopropyl, isobutyl, ^^c-butyl, /m-butyl, etc. 

Suitable aryl groups include, for example, phenyl and 1- and 2-naphthyl. 

Suitable cycloalkyi groups include cyclopropyl, cyclobutyl, cyclohcxyl, etc. The term 
"cycloalkyr*, as used herein, refers to cyclic structures with or without alkyl 
substituents such that, for example, "C4 cycloalkyi" includes methyl substituted 
cyclopropyl groups as well as cyclobutyl groiq>s. The term '^cycloalkyF* also 
includes saturated heterocyclic groups. 

Suitable halogens include F, CI, Br, and/or I, from one to persubstitution (i.e., all H 
atoms on the group are replaced by halogen atom), being possible, mixed substitution 
of halogen atom types also being possible on a given moiety. 

As indicated above, these ring systems can be unsubstituted or substituted by 
substituents such as halogen up to per-halosubstitution. Other suitable substituents for 
the moieties of B include alkyl, alkoxy, carboxy, cycloalkyi, aryl, heteroaryl, cyano, 
hydroxy and amine. These other substituents, generally refenred to as X and X' 
herein, include -<:N, -COjR', -C(0)NR'R^ -C(0)R^ -NO^, -ORS .SR^ -NR'R^ 
-NR'C(0)OR^ .NR^C(0)R^ CrC,o alkyl, Cj-C,o alkenyl, CrC»o alkoxy^ C^C^o 
cycloalkyi, Q-C,4 aryl, C7-C24 alkaryl, Cj-Cjj heteroaryl, C4-C23 alkheteroaryl, 
substituted C^-Ciq alkyl, substituted C2-C10 alkenyl, substituted C,-C,o alkoxy^ 
substituted C3-C10 cycloalkyi, substituted C4-C23 alkheteroaiyl and -Y-Ar. 

Where a substituent, X or X*, is a substituted group, it is preferably substituted by one 
or more substituents independently selected from the group consisting of -CN, 
-C0^\ -C(0)R\ -C(0)NR'R' , <0R^ -SRS -NR'R' . -NO,, -NR*C(0)R'; 
*NR^C(0)OR^' and halogen up to per-halo substitution. 
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The moieties and are preferably independently selected from H. C,-C,o alkyl, 
Cn-C,o alkenyl, Cj-Cjo cycloalkyi, Q-C^ aryl, Cj-C,3 heteroaryl, alkaryl, C4-C23 

alkheteroaryl, up to per-halosubstituted C,-C,o alkyl, up to per-halosubstituted Cj-Cjo 
alkenyl, up to per-halosubstituted Cj-Cjo cycloalkyl, up to per-halosubstituted C6-C,4 
5 aryl and up to per-halosubstituted €3-0,3 heteroaryl. 

The bridging group Y is preferably -0-, -S-, -N(R')-, -(CHJ-^,, -C(0)-, -CH(OH)-, 
-(CH,),0^, -(CH,LS-, ^(CH,)Ji(R% -0(CH,V, -CHX\ -CX^^, -S-CCH.),- and 
-N(R')(CH,)„., where m = 1-3, and is halogen. 

10 

The moiety Ar is preferably a 5-10 member aromatic structure containing 0-4 
members of the group consisting of nitrogen, oxygen and sulfur which is 
unsubstituted or substituted by halogen up to per-halosubstitution and optionally 
substituted by Z„„ wherein nl is 0 to 3. 

15 

Each Z substituent is preferably independently selected from the group consisting of 
-01, -CO,R', -C(0)NR^R^ -C(0)- NR^ -NOj, -OR^ - SR\ - NR^R^ -NR'C(0)OR^ 
=0. -NR'C(0)R^ .SO2R', -SOjNR^R^ Cj-C^o alkyl, C,-C,o alkoxy, C3-C,o 
cycloalkyl, Q-C,4 aiyl, Cj-C^j heteroaryl, Cy-C^^ alkaryl, Q-C,, alkheteroaryl, 

20 substituted C,-C,o alkyl, substituted C^C^o cycloalkyl, substituted C7-C24 alkaryl and 
substituted C4-C23 alkheteroaryl. If Z is a substituted group, it is substituted by the 
one or more substituents independently selected from the group consisting of -CN^ 
-C02R^ -C(0)NR^R^ -OR^ .SR^ -NO2, •^IR*R^ =0, -NR*C(0)R* . 
-^IR*C(0)OR^ CrC,o alkyl, CrC,o alkoxy, Cj-C.o cycloalkyl, €3-0,3 heteroaryl, 

25 C,4 aryl, CrCu alkaryl. 

The aryl and heteroaryl moieties of B of Formula I are preferably selected from the 
group consisting of 

30 
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which are unsubstituted or substituted by halogen, up to per*halosubstitution. X is as 
defined above and n = 0-3. 



The aryl and heteroaryl moieties of B are more preferably of the formula: 

wherein Y is selected from the group consisting of -0-, -S-, -CH2-, -SCH,-, -CHjS-, 
-CH(OH)-. -C{0)-, -CXV -CX*H-, -CH^O- and -OCH,- and X" is halogen. 

Q is a six member aromatic structure containing 0*2 nitrogen, substituted or 
unsubstituted by halogen, up to per-halosubstitutton and Q' is a mono- or bicyclic 
aromatic structure of 3 to 10 carbon atoms and 0-4 members of the group consisting 
of N, O and S, unsubstituted or unsubstituted by halogen up to per-halosubstitution. 
X, Z, n and nl are as defined above and s - 0 or 1. 

In preferred embodiments, Q is phenyl or pyridinyl, substituted or unsubstituted by 
halogen, up to per-halosubstitution and Q* is selected bom the group consisting of 
phenyl, pyridinyl, naphthyl, pyrimidinyl, quinoline, isoquinoline, imidazole and 
benzothiazolyU substituted or unsubstituted by halogen, up to per*halo substitution, or 
Y-Q' is phthalimidinyl substituted or unsubstituted by halogen up to per-halo 
substitution: Z and X are preferably independently selected bom the group consisting 
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of -R^ -0R^ SR\ and -NHR\ wherein R' is hydrogen, CrC.o-alkyl or C^-Cjo- 
cycloalkyl and R^ is preferably selected from the group consisting of hydrogen, C3- 
C,o-alkyl. Cj-Ce-cycloalkyl and C^-Cjo-aryl, wherein and can be substituted by 
halogen or up to per-halosubstitution. 

5 

The heteroaryl moiety A of formula I is preferably selected from the group consisting 
of: 




10 The substituent R^ is preferably selected from the group consisting of halogen»C3-C,o 
alkyl, Cj-Cio cycloalkyl, CrC,j heteroaryl, Q-Cu aryl, C^Cj^ alkaryl,_up to per- 
halosubstituted C|-C,o alkyl and up to per-halosubstituted C,-C,o cycloalkyl, up to per- 
halosubstituted C,-C,3 heteroaryl, up to per-halosubstituted Cg-Cjj aryl and up to per- 
halosubstituted C1-C24 alkaryl 

15 

The substituent R-is preferably selected from the group consisting of H, -C(0)R^ 
-COjR', -C(0)NR'R^ C,.C,o alkyl, C^C^o cycloalkyl, CrC,, alkaryl, C4-C23 
alkheteroaryl, substituted C,-C,o alkyl, substituted C,-C,o cycloalkyl, substituted C,- 
C24 alkaiyl and substimted €4-023 alkheteroaryl. Where R^ is a substituted group, it is 
20 preferably substituted by one or more substituents independently selected from the 
group consisting of -CN. - CO^R*, -C(0)-NR^R^' , -NOj, -OR', -SR^ and halogen up 
to per-halosubstitutioa 
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and R' are preferably independently selected from the group consisting of H, -OR^ 
-SR^ -NR-'R', 'C(0)R\ 'CO,R\ -C(0)NfR'R^ C-C.o alkyl, C,-C,^ cycloalkyl, Ce-C„ 
aryl, €3-0,3 heteroaryl, C7-C24 alkaryl, C4-C23 alkheteroaryl, up to per-halosubstituted 
5 C,-C,o alkyi, up to per-halosubsiituted Cj-Cjo cycloalkyl, up to per-halosubstituted Q- 
C,4 aryl and up to per-halosubstituted Cj-C^ heteroaryl. 

R"* and R^' are preferably independently selected from the group consisting of H, C,- 
C,o alkyl, C3-C,o cycloalkyl, Q-C,^ aryl. C3-C,3 heteroaryl; C7-C24 alkaryl, C4-C23 
10 alkheteroaryl, up to per-halosubstituted C,-C,o alkyl, up to per-halosubstituted C3-C,p 
cycloalkyl, up to per-halosubstituted €5-0,4 aryl and up to per-halosubstituted €3-0,3 
heteroaryl. 

R'is preferably 0,-0, 0 alkyl, 03-0,0 cycloalkyl, up to per-halosubstituted C,-0,o alkyl 
1 5 and up to per-halosubstituted 03-0,0 cycloalkyl. 

R** is preferably hydrogen or halogra. 

is hydrogen, halogen, CrO,o alkyl, up to per-halosubstituted C,-C,o alkyl or 
20 combines with R' and the ring carbon atoms to which R' and are bound to fonn a 
5- or 6-membered cycloalkyl, aryl or hetaryl ring with 0-2 members selected irom O, 
NandS; 

The invention also relates to compounds of general formula I described above and 
25 includes pyrazoles, isoxazoles, ttiiophenes, fiirans and thiadiazoles. These more 
particularly include pyrazolyl ureas of the formula 




wharein R^ , R' and B are as defined above; 
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and both 53- and 3,5- isoxazolyl ureas of the formulae 



and 




NH-C-NH-B 



wherein and B are also as defined above. 

Component B for these compounds is a 1-3 ring aromatic ring structure selected from 
the group consisting of: 




which is substituted or unsubstituted by halogen, up to per-halosubstitution. Here 
and R*' are as defined above, n = 0-2 and each X* substituent is independently 
selected fi-ora the group of X or from the group consisting of -CN, -C0;RN -C{0)R\ 
-C{0)NR*R*, OR\ - NO,, -NR'R^ C,-C,o alkyl, C^.io-alkenyl, C,.,o-alkoxy, 
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Cr^xo cycloalkyl, C<rC,4 aryl and C^C^^ alkaryl. 

The substituent X is selected from the group consisting of -SR\ "NR^C(0)OR''', 
NR'C(0)R^ C3-e,3 heteroaryl, C4-C,3 alkheteroaryl, substituted CrC.o alkyl, 
substituted C2.,o-alkenyl, substituted C,.,o-alkoxy, substituted Cj-C,o cycloalkyl, 
substituted Q-Cu aryl, substituted C7-C24 alkaryl, substituted Cj-Cj heteroaryl, 
substituted C4-C23 alkheteroaryl, and -Y-Ar, where Y and Ar are as defined above. If 
X is a substituted group^ as indicated previously above, it is substituted by one or 
more substituents independently selected from the group consisting of-CN, -CO^R^ - 
C(0)R^ -C(0)NR^R^ -0R\ -SR\ -NR^R^ , NO^. .NR'C(0)R^ -NR'C(0)OR'" and 
halogen up to per-halosubstitution, where R^ and R^' are as defined above. 

The components of B are subject to the following provisos, where R* is t-butyl and R" 
is methyl for the pyrazolyl ureas, B is not 

C(0)0C4Hg 

Where R' is t-butyl for the 5,3-isoxazolyl ureas, B is not 

wherein R^ is -NHC(0)-0-t-butyl, -O-n-pentyl, -O-n-butyl, -O-propyl, -C(0)NH- 
(CHj)^, .OCHjCHCCHj)^, or -O-CH^ -phenyl. Where R' is t-butyl for the 3,5- 
isoxazole ureas, B is not 




and where R' is -CHj -t-butyl for the 3,5 -isoxazolyl ureas, B is not 




Preferred pyrazolyl ureas, 3,5-isoxazolyl ureas and 5,3-isoxazolyl ureas are those 
wherein B is of the formula 

f 

.Q-(Y-Qi)3.Z„, 
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wherein Q, Q', X, Z, Y, n, s and nl are as defined above. 

Preferred pyrazole ureas more particularly include those wherein Q is phenyl or 
pyridinyl, Q' is pyridinyl, phenyl or benzothiazolyl, Y is -0-, -S-, -CH^S-, -SCH,-, 

5 "CH,0-, -OCH,- or -CH,-, and Z is H, -SCH3, or -NH-C{0)-CpH,p.„ wherein p is 1-4, 
n = 0, s = 1 and nl = 0-1. Specific examples of preferred pyrazolyl ureas are: 

A/^(3-/er/-ButyI-5-pyrazolyl)-Ar'-(4-phenyloxyphenyI)urea; 

A(-(3-/er/-Butyl-5-pyrazolyl)-7\^'-(3-(3-niethylaniinocarbonylphenyl)- 
oxypheny])urea; 

10 NK3-/er^Butyl-5-pyrazolyl)-^^'-(3-(4-py^idinyl)thiophenyl)u^ea; 

. Af-(3-f er/-Butyl-5-pyrazolyl)-iV '-(4*(4-pyridinyl)thiophenyl)urea; 
A/^(3-rer/-Butyl-5-pyrazolyl)-A^-(4-(4-pyridinyl)oxyphenyI)ur^ 
iV-(3-fer/-Butyl-5-pyra2olyl)-A^-(4-(4-pyridinyl)niethylphenyl)urea; 
N'{ I "Methy l-3-terf-butyl-5-pyrazolyl)-Ar -(4-phenyloxypheny I)urea; 
15 A^-(l-Methyl-3-/er/-butyl-5-pyra2olyl)-^H3-(4-pyridinyI)thiophenyl^ 
7V-(l-Methyl-3-/eA^-butyl-5-pyrazolyl)->V-((4-(4-pyridinyl)thi^^ 
phenyl)urea; 

N'i 1 -Methyl-3-/^r^buty^-5-pyra2olyl)-7^H4-(4-pyridinyl)thiophenyl)u^e^^ 
20 A^*(l-Methyl-3-/e/t-butyl-5-pyrazolyl)-A^-(4-(4-pyridinyl)oxyphenyl)urea; 

N'( 1 -Methy l-3-rer/-butyl-5-pyra2olyl)-A^ •((4-(4-pyridiny l)methy loxy)pheny 1)- 

urea; 

N-( 1 -Methyl-3-/err-butyl-5-pyrazolyl)-A^ -(3-(2-benzothiazoly Ooxypheny 1)- 

urea; 

25 A^(3-f€rr-butyl-5-pyra2olyl)-A^ -(3-(4-pyridyl)thiopheny 1) urea; 

//-(3-/er/-butyl-5-pyrazolyl)-A^ -(4-(4-pyridyl)thiopheny 1) urea; 

^-(3-rc/t-butyl-5-pyrazolyl)-Ar'-(3--(4-pyridyl)oxyphenyl)urea; 

iV-(3-/er/-butyI-5-pyrazolyl)-A^'-(4-(4-pyridyl)oxyphmyI)urea; 

Ar.(l.me%^3-/er^butyl-5•pyrazolyl)-VVX3-(4-pyridyl)thiophcny 
30 iV-(l-methy^3-ler^butyl-5-py^a2olyl)-yVX4.(4-pyridyl)thi 

i^Kl-methy^3-ter^buty^5-pyra2olyl)-7^^'<3-(4-pyridyl)oxyphe urea; and 

N-( 1 -niethyl-3-/err-butyl-5-pyrazolyl)-^ '-(4-(4-pyridyl)oxyphenyl) urea. 

Preferred 3,5-isoxazoIyl ureas more particularly include those wherein Q is phenyl or 
35 pyridinyl, Q* is phenyl, benzothiazolyl or pyridinyl, Y is -S- or -CHj-, Z is 
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CI. -OCH3 or -C(0)-CH3, n = 0, s = I . and nl = 0- i . Specific examples of preferred 
3,5-isoxazolyl ureas are : 

yV-(3-Isopropyl-5-isoxazolyl)-iV-(4-(4-pyridinyl)thiophenyl)urea; 

A^-(3-/er/-Butyl-5-isoxazoIyI)W-(4-(4-methoxyphenyI)oxyphenyl)urea; 

/V-(3-rer/-Butyl-5-isoxa2olyl)-A^-(5-(2-(4-acetylphenyl)oxy)pyridinyl)urea; 

A^-(3-rer/-Butyl-5-isoxazolyI)-A^'-(3-(4-pyridinyl)thiophenyl)urea; 

A^(3-/er/-ButyI-5-isoxa2o]yl)-yV-(4.(4-pyridinyl)tnethylphenyI)urea; 

A/-(3-/m-Butyl-5-isoxazolyl)-A^'-(4-(4-pyridinyl)thiophenyl)urea; 

A(-(3-rer/.Butyl-5-isoxazolyl)-A^'.(4.(4-pyridinyl)oxyphenyl)urea; 

M(3-/er/-Butyl-5-isoxazolyl)-A:'-(4-(4-raethyl-3-pyridinyI)oxyphenyl)urea; 

Ar-(3-/er/-Butyl-5-isoxa2olyI)-^-(3-(2-ben2othiazolyl)oxyphenyl)ui«a; 

AA(3-( 1 ,1 -Dimethylpropyl)-5-isoxazolyl).A^ -(4-(4-inethylphenyl)oxyphenyl). 

urea; 

A^-(3-( M -Dimethylpropyl)-5-isoxazolyl)-A^ -(3-(4-pyridinyl)thiophenyl)urea; 

M(3-(l,l-Dimethylpropyl)-5-isoxa2olyl)-A^'-(4-(4-pyridinyl)oxyphenyl)urea; 

W-(l.l-Dimcthylpropyl)-5-isoxazolyl)-A^'-(4-(4-pyridinyl)thiophenyl)urea; 

M(3^1.1-DimethylpropyI-5-isoxazolyl)-A^-(5-(2-(4-methoxyphenyl)oxy). 
pyridinyl)urea; 

^-(3-(l-MethyI-l-ethyIpropyl>5-isoxazolyI)-A^'-(4<4-pyridinyl)oxypte^^ 

urea; 

A^(3-(l-Methyl-l-ethylpropyI)-5-isoxazolyI>A^H3K4-pyriditiyl)thiophenyl)- 

urea; 



Ar-(3-isopropyl-5-isoxa2olyl)-//X3-(4-(2-methylcarbamoyl)pyridyl)- 
oxyphenyi) urea; 

A^(3-isopropyl.5-isoxazolyl)-Arv(4^4-(2-methylcarbambyl)pyridyl)- 
oxyphenyl) urea; 

Ar-(3./c/t-butyl.5-isoxa2olyl)-A^'.(3-(4-(2-methylcaibainoyl)- 
pyridyl)oxyphenyl) urea; 

N-(3-/err-butyl-5-isoxazolyI).ArH4^4-{2-methylcarbanibyl)pyridyl)- 
oxyphenyl) urea; 

Af.(3-/m-butyl-5-isoxa2olyl).Ar-(3-(4-(2-methylcarbamoyl)pyridyl)- 
thiophoiyl) urea; 

A^-(3-(l,l-dimethylprop-l-yl)-5-isoxazolyI)-;sr'-(3-(4-(2-methylcari»amoyl)- 
yridyl)oxyphenyl) urea; 

Ar-(3-(I,l-dimethylprop.I-yl)-5-isoxazolyl)-N'-(4-(4-(2-methylcaibamoyl)- 
pyridyl)oxyphenyl) urea; and 
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M(3-rer^butyl-5-isoxazolyl)-A^-(3-chloro-4-(4-(2-methylcarbamoyI)^ 
thiophenyl) urea. 

Preferred 5,3-isoxazolyl ureas more particularly include those wherein Q is is phenyl 
5 or pyridinyl, Q' is phenyl, benzothiazolyl or pyridinyl, Y is -S- or -CH,-, X is 
CH3 and Z is -C(0)NH-, C^H^^,, wherein p = 1-4, -C(0)CH3, .CH3, -OH, -OCJi,, 

-CN, phenyl, or n = 0 or 1, s 0 or I, and nl =^ 0 or 1. Specific examples of 

preferred 5,3-isoxazolyl ureas are: 

;V-(5-/er/-Buty l-3-isoxazolyl)-A^ -(4-(4-hydroxyphenyl )oxyphenyl)urea; 
10 M(5-/m-Butyl-3-isoxazolyl)-A^-(4-(3-hydroxyphenyl)oxyphenyi)urea; 

M(5-/err-Butyl-3-isoxa2olyl)-7V"-(4-(4-acetyIphenyl)oxyphenyl)urea; 
^-(5-fm-Butyl-3-isoxazolyl)-A^-(3-benzoylphenyl)urea; 
M(5-/^rr-Butyl-3-isoxazolyl)-A^'-(4-phenyloxyphenyl)urea; 
M(5-rerf-Butyl-3-isoxa2olyl)-A^-(4-(3-methylaminocarbonylphenyl)- 
15 thiophenyl)uiea; 

M(5-rer/-Butyl-3-isoxazolyl)-A^'-(4-(4-(l,2-methylenedioxy)phenyl)- 
oxyphenyI)urea; 

M(5'-/er/-ButyI-3-isoxazolyl)-Ar-(4-(3-pyridinyl)oxyphenyl)urea; 

M(5-/€rNButyI-3-isoxazolyl)-W-(4^4-pyridinyl)oxyphenyI)urea; 
20 M(5-/er/-Butyl-3-isoxazolyl)-;V'-(4-(4-pyridyl)thiophenyl)urea; 

M(5-rerr-Butyl-3-isoxazolyl)-A'^-(4-(4-pyridinyl)methylphenyI)urea; 

A^-(5-rer/-Butyl-3-isoxazolyl)-A^-(3-(4-pyridinyl)oxyphenyl)urea; 

A^-(5-/er/-Butyl-3-isoxazolyl)-A^-(3-(4-pyridinyl)thiophenyl)urea; 

A^-(5-/er/-ButylO-isoxazolyl)-A^-(3K3-methyl-4-pyridinyl)oxyphenyl)^ 
25 yV-(5-/^/-/-ButyI-3-isoxazolyl)-A^-(3-(3-methyl-4-pyridinyl)thiophenyl)urea; 

A^(5-/er/-Butyl-3-isoxazolyl)-A^'.(4-(3-methyM-pyridinyl)thiopheny^ 

M(5-/er/-ButyN3-isoxazolyl)-A^-(3-(4-methyl-3-pyridinyl)oxyphenyl)urea; 

A^-(5-/er^Butyl-3-isoxazoIyl)•A^X4K3-methy^4-pyridinyI)oxyphenyl)urea; 

N-(5-/err-Butyl-3-isoxazolyl).Ar-(3-(2-benzothia2olyl)oxyphenyl)urea; 
30 A^-^5-/cr/-butyl-3-isoxazoIyl)-A^-(3-chloro-4-(4-(2-methylcarbamoyl)pyrid 
oxyphenyl) urea; 

;V-(5-/er/-butyl-3-isoxa2olyl)-Ar-(4-(4-(2-methylcarbamoyl)pyridyl)- 
oxyphenyl) urea; 

M(5-/er?-butyl-3-isoxa2olyl).A^-(3-(4-(2-methyIcarbamoyl)pyridyl)- 
35 thiophenyl) urea; 

Ar-<5-/er/-butyl-3-tsoxazoly])-;S^X2-methyl-4-(4-(2-me%^ 
oxyphenyl) urea; 
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A'-(5-/m-butyl-3-isoxazoIyl)-A^ '-(4-(4-(2-carbamoyl)pyridyl)oxyphenyl) urea; 
//-(5-/err-butyl-3-isoxa2olyl)-//'-(3-(4-(2-carbamoyl)pyridyl)oxyphenyI) urea; 
A/'-(5--/erf-butyl-3-isoxazolyI)-A/^'-(3-(4-{2-methylcarbamoyl)pyridyl)- 
oxyphenyl) urea; 

M-(5-/err-butyI-3-isoxazolyl)-// -(4-(4-(2-methyIcarbainoyl)pyridyl)- 
thtophenyi) urea; 

A/-(5-/er^butyl-3-isoxazoIyl)-A( -(3-chloro-4-(4-(2-methylcarbamoyI)pyri 
oxyphenyl) urea; and 

M(5-/err-butyl-3-isoxazolyI)-yVX4-(3-methylcarbarnoyI)phenyl)oxypheny 

urea. 

Additionally included are thienyl ureas of the formulae 




Rb NH-C-NH-B 




wherein R' , and B are as defined above. Preferred B components for the thienyl 
ureas of this invention have aromatic ring stmctures selected firom the group 
consisting of: 
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These aromatic ring structures can be substituted or unsubsiituted by halogen, up to 
per-halosubstitution. The X' substituents are independently selected from the group 
consisting of X or from the group consisting of, -CN, -0R\ -NR^R'', CrC,o alkyl. 
The X substituents are independently selected from the group consisting of -COnR\ 
-C(0)NR'R^ -C(0)R^ -NO,, -SR^ -NR*C(0)OR'", -NR'C(0)R^ 0,-0,0 cycloalkyl, 
Cft-Cm aryi, C7-C24 alkaryl, €3-0,3 heteroaryl, C4-C23 alkheteroaryl, and substituted C,- 
C,o alkyl, substituted Cj.io-alkcnyl, substituted C,.,o-alkoxy^ substituted Cj-Cjo 
cycloalkyl, substituted C6-C,4 aryl, substituted C7-C24 alkaryl, substituted C^Q^ 
heteroaryl, substituted 04-0,3 alkheteroaryl, and -Y-Ar. Where X is a substituted 
group, it is substituted by one or more substituents independently selected from the 
group consisting of -ON, ^00,R', -C(0)R\ -C(0)NR'R'', -OR', -SR', -NR'R^' , -NO,, 
-NR^O(0)R^ , -NR'C(0)OR^ and halogen up to per-halo substitution. The moieties 
R^ R^ , Y and Ar are as defined above and n = 0-2. 

The components for B are subject to the proviso that where R* is t-butyl 
and R^ is H for the 3-thienyl ureas, B is not of the formula 



and Q, Y, X, Z, n, s and nl are as defined above. The preferred thienyl ureas more 
particularly include those wherein Q is phenyl, is phenyl or pyridinyl, Y is 

-O- or Z is -01, -CH3, -OH or -OCH,, n = 0, s = 0 or K and nl = 0-2. Specific 
examples of preferred thienyl ureas are: 

iV-<3-Isopn)pyl-5-isoxazoIyl)-A/''-(4-(4-pyridinyl)thiophenyl)urea; 

AK3-/er/-ButyI-5-isoxazolyl)-A^4M4-niethoxyphenyl)oxyphenyl)urea; 

A^(3-/er/-Butyl-5-isoxazolyl)-iV-(5-(2-(4-acetylphenyl)oxy)pyridinyl)urea; 

A^(3-/m-Butyl-5-isoxa2olyl)-Ar-(3-<4-pyridinyl)thiophenyl)urea; 

A^(3-/m-Butyl-5-isoxa2olyl)-A^44-(4-pyridinyl)methylphenyl)urea; 




Preferred thienyl ureas include those wherein B is of the formula 
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A/-(3-/er/-Butyl-5-isoxa2olyl)-jV'-(4-(4-pyridinyl)thiophenyl) 
A^-(3-rer/-Butyl-5-isoxazolyl)-iV'-(4-(4-pyridinyl)oxyphenyl)urea: 
A^-(3-/er^Butyl-5-isoxazolyl)-7VX4-(4-nlethyl-3-pyridinyl)oxyphenyl)urea; 
A'-(3-/er/-Butyl-5-isoxa2olyl)-A^-(3-(2-ben2othia2oIyl)oxyphenyl)urea; 
//-(3-( 1 » l-Dimethylpropyl)-5-isoxazolyI)-A^ -(4-(4-inethylphenyl)- 
oxyphenyOurea; 

//-( 3-( 1 , 1 -Dimethylpropyl)-5-isoxazolyl)-jV *-(3-(4-pyridinyl)thiopheny l)urea; 

A^-(3-(l J -Dimethylpropyl)-5-isoxazolyI>A^M4-(4-pyridinyl)oxyphenyl)^ 

//-{3-( 1 , l-Dimethylpropyl)-5-isoxazolyl)-A^ -(4-(4-pyridinyl)thiopheny!)urea; 

^-(3 -(1,1 *DimethyIpropyl-5-isoxazoly 1)-// -(5-(2-(4-methoxyphenyl)- 
oxy)pyridinyl)urea; 

N'{3'( 1 -MethyM -ethylpropyl)-5-isoxa2olyl)-A( -(4T(4-pyridinyl)- 
oxyphenyOurea; and 

AA(3-( 1 -Methyl- 1 -ethylpropy l)-5-isoxazolyl)-A( -(3-(4-pyridinyl)thio- 
phenyl)urea. 

Preferred thiophenes include: 

A/^{5-/er/-butyl-3-thienyI)-A^ -(4-(4-methoxyphenyl)oxyphenyl) urea; 
A^-(5 -/er/-butyl-3-thieny I)-A^ •(4-(4-hydroxypheny l)oxypheny I) urea; 
A^-(5-/er/-butyl-3-thienyl)-Ar -(4-(3-methylphenyl)oxyphenyl) urea; and 
A^-(5-rer/-butyl-3-thienyI)-iV -(4-(4-pyridyl)thiophenyl) urea; and 

Also included are the thiadiazolyi and furyi ureas of the formulae: 



wherein R', R^ and B are as defined above. The thiadiazolyi and furyl ureas have 
preferred aromatic ring structures for B identical to those for the pyrazolyl, thienyl 
and isoxazolyl ureas shown above. Such ring structures can be unsubstituted or 
substituted by halogen, up to per-halosubstitution, and each X* substituent is 
independently selected firom the group consisting of X or from the group.consisting of 
-CN, -NO, ,-OR* and C,-C,o alkyl. The X substituents are selected from the group 



consisting of-SR\ -COjR^ -C(0)R^ -C(0)NR'R*, -NR'R'*, -NR'C(0)OR'', 




O 

II 

NHOISHB 
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-NK-'C(0)R^ substituted Cj.io-alkenyl, substituted C,.,o-alkoxy, -CrC,o cycloalkyU 
-Q-C,^ aryl, alkaryh C^-Cu heteroaryl, C^-C.^ alkheteroaryl, and substituted 

C,-C,o alkyl, substituted Cj-Cjo cycloalkyl, substituted aryl, substituted aikaryl, 
substituted heteroaryl, substituted C^-C^j^ alkheteroaryl and -Y-Ar. Each of R^ R^' and 
At are as defined above, n = 0-2, and the substituents on X where X is a substituted 
group are as defined for the pyrazolyl, isoxazolyl and thienyl ureas. 

This invention also includes pharmaceutical compositions that include compounds 
described above and a physiologically acceptable carrier. 

Preferred furyl ureas and thiadiazole ureas include those wherein B is of the formula 

f 

-Q-(Y-Qi)3-2„, 

and Q, Q*, X, Y, Z, n, s, and nl are as defined above. The preferred thiadaizoiyl ureas 
more particularly include those wherein Q is phenyl, is phenyl or pyridinyl, Y is 
-O- or -S-, n = 0, s = 1 and nl = 0. Specific examples of preferred thiadiazolyl ureas 
are: 

A/^(5-/cf7-Butyl-2-(l-thia-3,4-diazolyl))-A/^H3-(4-pyridinyl)thiophe^^^ 
AK5-/cr/.Butyl-2-( 1 -thia.3,4-diazolyl))-A^'-(4^4-pyridinyl)oxyphenyl)urea; 
A^(5-/crr-butyl-2-(l4hia-3,4-diazolyl))-AAH3-<4-(2-methylcarbamoyl)py^^ 
oxyphenyl) urea; 

N-(5-/erf-butyl.2-( 1 -thia-3,4-<lia20ly])).A^ '.(4^4-(2-methylcarbamoyl)pyridyl)- 
oxyphenyl) urea; 

AK5-/err-butyl-2-( 1 -thia-3,4-dia2olyl))-A^ •.(3-chloro.4.(4-(2- 
meihyIcarbamDyl)pyridyl)oxyphenyl) urea; 

N-(5./er/-butyl-2-(l-thia-3,4-diazolyl)).;V'.(2-chloro-4.(4-(2- 
methylcaibamoyl)pyridyl)oxyphenyl) urea; 

;S^(5-/er/-butyl-2>( 1 'thia-3,4-diazolyl)).Ar -(3-(4-pyridyl)thiophenyl) urea; 

^^-(5-/c^^buty^2-( 1 -thia-3,4-diazolyl))-A^ '.(2-methyl-4-(4-(2. 
methylcaibamoyl)pyridyl)oxyphenyl) urea; and 

Ar-(5-(Ul-dimethylprop-l-yl).2.(l-thia-3,4.dia2olyl))-yV-(4-(3- 
carbamoylphenyl)oxyphenyl) urea. 

The prefeired fiiryl ureas more particularly include those wherein Q is phenyl, is 
phenyl or pyridinyl, Y is -O- or -S-, Z is --C1 or -OCHj, s - 0 or 1 , n = 0 and nl = 0-2. 
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The present invention is also directed to pharmaceutically acceptable salts of formula 
I. Suitable pharmaceutically acceptable salts are well known to those skilled in the art 
and include basic salts of inorganic and organic acids, such as hydrochloric acid, 

5 hydrobromic acid, sulphuric acid, phosphoric acid, methanesulphonic acid, sulphonic 
acid, acetic acid, trifluoroacetic acid, malic acid, tartaric acid, citric acid, lactic acid, 
oxalic acid, succinic acid, fumaric acid, maleic acid, benzoic acid, salicylic acid, 
phenylacetic acid, and mandelic acid. In addition, pharmaceutically acceptable salts 
include acid salts of inorganic bases, such as salts containing alkaline cations (e.g., Li* 

10 Na" or K'), alkaline earth cations (e.g., Mg*' , Ca"- or Ba*"), the ammonium cation, as 
well- as acid salts of organic bases, including aliphatic and aromatic substituted 
ammonium, and quaternary ammonium cations such as those arising from protonation 
or peralkylation of triethylamine, MA/-diethylamine, MjV-dicyclohexylamine, 
pyridine, A^. A^-dimethylaminopyridine (DMAP), 1 ,4-diazabiclo[2.2.2]octane 

15 (DABCO), I,5-diazabicyclo[4,3.0]non-5-ene (DBN) and 1,8- 
dia2abicyclo[5.4.0]undec-7-ene (DBU). 

A number of the compounds of Formula I possess asymmetric carbons and can 
th^efore exist in racemic and optically active fonns. Methods of separation of 
20 enantiomeric and diastereomeric mixtures are well known to one skilled in the art. 
The present invention encompasses any isolated racemic or optically active form of 
compounds described in Formula I which possess Raf kinase inhibitory activity. 

General Preparative Methods 

25 The compounds of Fomiula 1 may be prepared by use of known chemical reactions 
and procedures, some of which are commercially available. Nevertheless, the 
following general preparative methods are presented to aid one of skill in the art in 
synthesizing the inhibitors, with more detailed examples being presented in the 
experimental section describing the working examples. 

30 

Heterocyclic amines may be synthesized utilizing known methodology (Katritzky, et 
al. Comprehensive Heterocyclic Chemistry, Permagon Press: Oxford, UK (1984). 
March. Advanced Organic Chemistry, 3^* Ed.; John Wiley: New Yoric (1985)). For 
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example. 3-substituted-5-aminoisoxazoles (3) are available by the reaction of 
hydroxylamine with an a-cyanoketone (2), as shown in Scheme I. Cyanokeione 2, in 
turn, is available from the reaction of acetamidate ion with an appropriate acyl 
derivative, such as an ester, an acid halide, or an acid anhydride. Reaction of an - 

5 cyanoketone with hydrazine (R"=H) or a monosubstituted hydrazine affords the 3- 
substituted- or 1 ,3-disubstituted-5-aminopyrazole (5). Pyrazoles unsubstituted at A^-1 
(R^=H) may be acylated at A^-U for example using di-/err-butyl dicarbonate, to give 
pyrazole 7. Similarly, reaction of nitrile 8 with an -thioacetate ester gives the 5- 
substituted-3~amino-2-thiophenecarboxylate (9, Ishizaki et al. JP 6025221). 

10 Decarboxylation of ester 9 may be achieved by protection of the amine, for example 
as the rerr-butoxy (BOC) carbamate (10), followed by saponification and treatment 
with acid. When BOC protection is used, decarboxylation may be accompanied by 
deprotection giving the substituted 3-thiopheneammonium salt 11. Altematively, 
ammonium salt 11 may be directly generated through saponification of ester 9 

I S followed by treatment with acid. 
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Scheme I. Selected General Methods for Heterocyclic Amine Synthesis 

Substituted anilines may be generated using standard methods (March. Advanced 
Organic Chemistry, 3"* Ed.; John Wiley: New York (1985); Larock. Comprehensive 
Organic Transformations; VCH Publishers: New York (1989)). As shown in Scheme 
II, aryl amines are commonly synthesized by reduction of nitroaryls using a metal 
catalyst^ such as Ni, Pd, or Pt» and or a hydride transfer agent, such as formate, 
cyclohexadiene, or a borohydride (Rylander. Hydrogenation Methods; Acadmiic 
Press: London, UK (1985)). Nitroaryls may also be directly reduced using a strong 
hydride source, such as LiAiH4 (Seyden-Penne. Reductions by the Alumino- and 
Borohydrides in Organic Synthesis; VCH Publishers: New York (1991)), or using a 
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zero valent meiaK such as Fe, Sn or Ca, often in acidic media. Many methods exist 
for the synthesis of nitroaryls (March. Advanced Organic Chemistry^, 3"* Ed.; John 
Wiley: New York (1985). Larock. Comprehensive Organic Transformations', VCH 
Publishers: New York (1989)). 

H2 / catalyst 



^ (eg. Ni. Pd. R) \^ 

ArN02 ► ArNH2 

\ M(0) ^ 
(eg. Fe, Sn, Ca) 

Scheme II Reduction of Nitroaryls to Aryl Amines 

Nitroaryls are commonly formed by electrophilic aromatic nitration using HNO3, or 
an alternative NO^^ source. Nitroaryls may be fiather elaborated prior to reduction. 
Thus, nitroaryls substituted with 

HNO3 

Ar-H ^ ArNOz 

potential leaving groups (eg. F, CI, Br, etc.) may imdergo substitution reactions on 
treatment with nucleophiles, such as thiolate (exemplified in Scheme III) or 
phenoxide. Nitroaryls may also undergo Ullman-type coupling reactions (Scheme 
III). 



O2N 
R 



ArSH 



12 "^"-^ 

C Vs-Ar 

' \ / 



O2N. 

e v-sH 

R' 

14 



Br-Ar 



CuO / base 



13 



Sciieme III Selected Nucleophilic Aromatic Substitution using Nitroaryls 

As shown in Scheme IV, urea formation may involve reaction of a heteroaryl 
isocyanate (17) with an aryl amine (16). The heteroaryl isocyanate may be 
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synthesized from a heteroaryl amine by treatment with phosgene or a phosgene 
equivalent, such as irichloromethyl chloroformate (diphosgene), bis(trichloromethyl) 
carbonate (triphosgene), or A/;iV'-carbonyIdiimidazole (CDI). The isocyanate may 
also be derived from a heterocyclic carboxylic acid derivative, such as an ester, an 
acid haiide or an anhydride by a Curtius-type rearrangement. Thus, reaction of acid 
derivative 21 with an azide source, followed by rearrangement affords the isocyanate. 
The corresponding carboxylic acid (22) may also be subjected to Curtius-type 
rearrangements using diphenylphosphoryl azide (DPP A) or a similar reagent. A urea 
may also be generated from the reaction of an aryl isocyanate (20) with a heterocyclic 
amine. 

Het-NH2 16 HaN-Ar « 

I COCI2 I COCI2 

HzN-Ar 9 Het-NH2 ^ 

Het-NCO ^ Het^^,A.,..Ar ^ OCN-Ar 

N N 

17 H H 20 



DPPA 



00 00 
Het"^X Het^OH X'^Ar HO^^Ar 

21 22 23 24 S 

Scheme IV Selected Methods of Urea Formation (Het - heterocycle) 

l-Amino-2-heterocycIic carboxylic esters (exemplified with thiophene 9, Scheme V) 
may be converted into an isatoic-like anhydride (25) through saponification, followed 
by treatment with phosgene or a phosgene equivalent. Reaction of anhydride 25 with 
an aryl amine can generate acid 26 which may spontaneously decarboxylate, or may 
be isolated. If isolated, decarboxylation of acid 26 may be induced upon heating. 
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27 L 

26 

Scheme V Urea Formation via Isatoic-Iike Anhydrides 



Finally, ureas may be further manipulated using methods familiar to those skilled in 
the art. 

5 

The invention also includes pharmaceutical compositions including a compound of 
Formula I or a pharmaceutically acceptable salt thereof, and a physiologically 
acceptable carrier. 

10 The compounds may be administered orally, topically, parenterally, by inhalation or 
spray or sublingually, rectally or vaginally in dosage unit formulations. The term 
'administration by injection' includes intravenous, intramuscular, subcutaneous and 
parenteral injections, as well as use of infusion techniques. Dermal administration 
may include topical application or transdermal administration. One or more 

IS compounds may be present in association with one or more non-toxic 
pharmaceutically acceptable carriers and if desired other active ingredients. 

Compositions intoided for oral use may be prepared according to any suitable method 
known to the art for the manufacture of pharmaceutical compositions. Such 
20 compositions may contain one or more agents selected from the group consisting of 
diluents, sweetening agents, flavoring agents, coloring agents and preserving agents in 
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order to provide palatable preparations. Tablets contain the active ingredient in 
admixture with non-toxic pharmaceutically acceptable excipients which are suitable 
for the manufacture of tablets. These excipients may be, for example, inert diluents, 
such as calciiun carbonate, sodium carbonate, lactose, calcium phosphate or sodium 

5 phosphate; granulating and disintegrating agents, for example, com starch, or alginic 
acid; and binding agents, for example magnesium stearate, stearic acid or talc. The 
tablets may be uncoated or they may be coated by icnown techniques to delay 
disintegration and adsorption in the gastrointestinal tract and thereby provide a 
sustained action over a longer period. For example, a time delay material such as 

10 glyceryl monostearate or glyceryl distearate may be employed. These compoimds 
may also be prepared in solid, rapidly released foim. 

Formulations for oral use may also be presented as hard gelatin capsules wherein the 
active ingredient is mixed with an inert solid diluent, for example, calcium carbonate, 
IS calcium phosphate or kaolin, or as soft gelatin c^sules wherein the active ingredient 
is mixed with water or an oil medium, for example peanut oil, liquid paraffin or olive 
oil. 

Aqueous suspensions contain the active materials in admixture with excipients 
20 suitable for the manufactiu^e of aqueous suspensions. Such excipients are suspending 
agents,! for example sodium carboxymethyicellulose, methylcellulose, hydroxypropyl 
methylcellulose, sodium alginate, polyvinylpyrrolidone, gum tragacanth and gum 
acacia; dispersing or wetting agents may be a naturally occurring phosphatide, for 
example, lecithin, or condensation products or an alkylene oxide with fatty acids, for 
25 example poiyoxyethylme stearate, or condensation products of ethylene oxide with 
long chain aliphatic alcohols, for example heptadecaethylene oxycetanol, or 
condensation products of ethylene oxide with partial esters derived from fatty acids 
and hexitol such as polyoxyethylene sorbitol monooleate, or condensation products of 
ethylene oxide with partial esters derived from fatty acids and hexitol anhydrides, for 
30 example polyethylene sorbitan monooleate. The aqueous suspensions may also 
contain one or more preservatives, for example ethyl, or n-propyl p-hydroxybenzoate, 
one or more coloring agents, one or more flavoring agents, and one or more 
sweetening i^ents, such as sucrose or saccharin. 
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Dispersible powders and granules suitable for preparation of an aqueous suspension 
by the addition of water provide the active ingredient in admixture with a dispersing 
or wetting agent, suspending agent and one or more preservatives. Suitable dispersing 
5 or wetting agents and suspending agents are exemplified by those already mentioned 
above. Additional excipients, for example, sweetening, flavoring and coloring agents, 
may also be present. 

The compounds may also be in the form of non-aqueous liquid formulations, e.g., oily 
10 suspensions which may be formulated by suspending the active ingredients in a 
vegetable oil, for example arachis oil, olive oil, sesame oil or peanut oil, or in a 
mineral oil such as liquid paraffin. The oily suspensions may contain a thickening 
agent, for example beeswax, hard paraffin or cetyl alcohol. Sweetening agents such 
as those set forth above, and flavoring agents may be added to provide palatable oral 
15 preparations. These compositions may be preserved by the addition of an anti-oxidant 
such as ascorbic acid. 

Pharmaceutical compositions of the invention may also be in the form of oiUin-water 
emulsions. The oily phase may be a vegetable oil, for example olive oil or arachis oil, 

20 or a mineral oil, for example liquid paraffin or mixtures of these. Suitable 
emulsifying agents may be naturally-occurring gums, for example gum acacia or gum 
tragacanth, naturally-occurring phosphatides, for example soy bean, lecithin, and 
esters or partial esters derived from fatty acids and hexitol anhydrides, for example 
sorbitan monooleate, and condensation products of the said partial esters with 

25 ethylene oxide, for example polyoxyethylene sorbitan monooleate. The emulsions 
may also contain sweetening and flavoring agents. 

Syrups and elixirs may be formulated with sweetening agents, for example glycerol, 
propylene glycol, sorbitol or sucrose. Such formulations may also contain a 
30 demulcent, a preservative and flavoring and coloring agents. 

The compounds may also be administered in the form of suppositories for rectal or 
vaginal administration of the drug. These compositions can be prepared by mixing 
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the drug with a suitable non-irritating excipieni which is solid at ordinary 
temperatures but liquid at the rectal or vaginal temperature and will therefore melt in 
the rectum or vagina to release the drug. Such materials include cocoa butter and 
polyethylene glycols. 

5 

Compounds of the invention may also be administrated transdermally using methods 
known to those skilled in the art (see, for example; Chien; "Transdermal Controlled 
Systemic Medications"; Marcel Dekker, Inc.; 1987. Lipp et al. WO94/04157 
3Mar94). For example, a solution or suspension of a compound of Formula I in a 

10 suitable volatile solvent optionally containing penetration enhancing agents can be 
combined with additional additives known to those skilled in the art, such as matrix 
materials and bacteriocides. After sterilization, the resulting mixture can be 
formulated following knov^ procedures into dosage forms. In addition, on treatment 
with emulsifying agents and water, a solution or suspension of a compound of 

1 5 Formula 1 may be formulated into a lotion or salve. 

Suitable solvents for processing transdermal delivery systems are known to those 
skilled in the art, and include lower alcohols such as ethanol or isopropyl alcohol, 
lower ketones such as acetone, lower carboxylic acid esters such as ethyl acetate, 
20 polar ethers such as tetrahydrofuran, lower hydrocarbons such as hexane, cyclohexane 
or benzene, or halogoiated hydrocarbons such as dichloromethane, chloroform, 
trichlorotrifluoroethane, or trichlorofluoroethane. Suitable solvents may also include 
mixtures of one or more materials selected firom lower alcohols, lower ketones, lower 
carboxylic acid esters, polar ethers, lower hydrocarbons, halogenated hydrocarbons. 

25 

Suitable penetration enhancing materials for transdermal delivery system are known 
to those skilled in the art, and include, for example, monohydroxy or polyhydroxy 
alcohols such as ethanol, propylene glycol or benzyl alcohol, saturated or unsaturated 
Cr^u fatty alcohols such as lauryl alcohol or cetyl alcohol, saturated or unsaturated 
30 C,-C,8 fatty acids such as stearic acid, saturated or imsaturated fatty esters with up to 
24 carbons such as methyl, ethyl, propyl, isopropyl, n-butyl, sec-butyl isobutyl 
tertbutyl or monoglycerin esters of acetic acid, capronic acid, lauric acid, myristinic 
acid, stearic acid, or pahnitic acid, or diestm of saturated or unsaturated dicarfooxylic 
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acids with a total of up to 24 carbons such as diisopropyl adipate, ditsobutyl adipate, 
diisopropyl sebacate, diisopropyl maleate, or diisopropyl fumarate. Additional 
penetration enhancing materials include phosphatidyl derivatives such as lecithin or 
cephalin, terpenes, amides, ketones, ureas and their derivatives, and ethers such as 

5 dimethyl isosorbid and diethyleneglycol monoethyl ether. Suitable penetration 
enhancing formulations may also include mixtures of one or more materials selected 
from monohydroxy or polyhydroxy alcohols, saturated or unsaturated Cg-Cig fatty 
alcohols, saturated or unsaturated Cg-Cig fatty acids, saturated or unsaturated fatty 
esters with up to 24 carbons, diesters of saturated or unsaturated discarboxylic acids 

10 with a total of up to 24 carbons, phosphatidyl derivatives, terpenes, amides, ketones, 
ureas and their derivatives, and ethers. 

Suitable binding materials for transdermal delivery systems are known to those skilled 
in the art and include polyacrylates, silicones, polyurethanes, block polymers, 
15 styrenebutadiene coploymers, and natural and synthetic rubbers. Cellulose ethers, 
d^vatized polyethylenes, and silicates may also be used as matrix components. 
Additional additives, such as viscous resins or oils may be added to increase the 
viscosity of the matrix. 

20 Fixr all regimens of use disclosed herein for compotmds of Formula I, the daily oral 
dosage regimen will preferably be from 0.01 to 200 mg/Kg of total body weight. The 
daily dosage for administration by injection, including intravenous, intramuscular, 
subcutaneous and parenteral injections, and use of infiision techniques will preferably 
be from 0.01 to 200 mg/Kg of total body weight. The daily rectal dosage regime will 

25 preferably be from 0.01 to 200 mg/Kg of total body weight. The daily vaginal dosage 
regimen will preferably be from 0.01 to 200 mg/Kg of total body weight. The daily 
topical dosage regime will preferably be from 0.1 to 200 mg administered between 
one to four times daily. The transdermal concentration will preferably be that required 
to maintain a daily dose of from 0.01 to 200 mg/Kg. The daily inhalation dosage 

30 regime will preferably be from 0.0 1 to 1 0 mg/Kg of total body weight. 
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It will be appreciated by those skilled in the art that the particular method of 

administration will depend on a variety of factors, all of which are considered 
routinely when administering therapeutics. 

5 It will also be understood, however, that the specific dose level for any given patient 
will depend upon a variety of factors, including, the activity of the specific compound 
employed, the age of the patient, the body weight of the patient, the general health of 
the patient, the gender of the patient, the diet of the patient, time of administration, 
route of administration, rate of excretion, drug combinations, and the severity of the 
10 condition undergoing therapy. 

It will be further appreciated by one skilled in the art that the optimal course of 
treatment, ie., the mode of treatment and the daily number of doses of a compound of 
Formula I or a phamiaceutically acceptable salt thereof given for a defined number of 
IS days, can be ascertained by those skilled in the art using conventional treatment tests. 

It will be understood, however, that the specific dose level for any particular patient 
will depend upon a variety of fectors, including the activity of the specific compound 
employed, the age, body weight, general health, sex, diet, time of administration, 
20 route of administration, and rate of excretion, drug combination and the severity of the 
condition undergoing therapy. 

The entire disclosure of all applications, patents and publications cited above and 
below are hereby incorporated by reference, including provisional application 
25 Attorney Docket BAYER 8 VI, filed on December 22, 1997, as Serial No. 
08/996,343, converted on December 22, 1998. 

The compounds are producible from known compounds (or from starting materials 
which, in turn, are producible from known compounds), e.g., through the general 
30 preparative methods shown below. The activity of a given compound to inhibit raf 
kinase can be routinely assayed, e.g., according to procedures disclosed below. The 
following examples are for illustrative purposes only and are not intended, nor should 
they be construde to limit the invention in any way. 
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EXAMPLES 

All reactions were performed in flame-dried or oven-dried glassware under a positive 
pressure of dry argon or dry nitrogen, and were stirred magnetically unless otherwise 
5 indicated. Sensitive liquids and solutions were transferred via syringe or cannula, and 
introduced into reaction vessels through rubber sq>ta. Unless otherwise stated, the 
term 'concentration under reduced pressure' refers to use of a Buchi rotary evaporator 
at approximately 15 mmHg. 

10 All temperatures are reported uncorrected in degrees Celsius (^'C). Unless otherwise 
indicated, all parts and percentages are by weight. 

Commercial grade reagents and solvents were used without further purification. Thin- 
layer chromatography (TLC) was performed on Whatman® pre-coated glass-backed 

15 silica gel 60A F-254 250 ^m plates. Visualization of plates was effected by one or 
more of the following techniques: (a) ultraviolet illumination, (b) exposure to iodine 
vapor, (c) immersion of the plate in a 10% solution of phosphomolybdic acid in 
ethanol followed by heating, (d) immersion of the plate in a cerium sulfate solution 
followed by heating, and/or (e) immersion of the plate in an acidic ethanol solution of 

20 2,4-dinitrophenylhydrazine followed by heating. Column chromatography (flash 
chromatography) was performed using 230-400 mesh EM Science^ silica gel. 

Melting points (mp) were determined using a Thomas-Hoover melting point apparatus 
or a Mettler FP66 automated melting point apparatus and are uncorrected. Fourier 

25 transform infrared spectra were obtained using a Mattson 4020 Galaxy Series 
spectrophotometer. Proton ('H) nuclear magnetic resonance (NMR) spectra were 
measured with a General Electric GN-Omega 300 (300 MHz) spectrometer with either 
Me4Si (6 0.00) or residual protonated solvent (CHCI3 5 7.26; MeOH 5 3.30; DMSO 8 
2.49) as standard. Carbon ('^C) NMR spectra were measured with a General Electric 

30 GN-Omega 300 (75 MHz) spectrometer with solvent (CDCI3 8 77.0; MeOD-d3; 5 
49.0; DMSO-46 8 39.5) as standard. Low resolution mass spectra (MS) and high 
resolution mass spectra (HRMS) were dther obtained as electron impact (EI) mass 
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spectra or as fast atom bombardment (FAB) mass spectra. Electron impact mass 
spectra (El-MS) were obtained with a Hewlett Packard 5989A mass spectrometer 
equipped with a Vacumetrics Desoiption Chemical Ionization Probe for sample 
introduction. The ion source was maintained at 250 °C. Electron impact ionization 

5 was performed with electron energy of 70 eV and a trap current of 300 |iA. Liquid- 
cesium secondary ion mass spectra (FAB-MS), an updated version of fast atom 
bombardment were obtained using a Kratos Concept 1-H spectrometer. Chemical 
ionization mass spectra (CI-MS) were obtained using a Hewlett Packard MS-Engine 
(5989A) with methane as the reagent gas (1x10*^ torr to 2.5x10*^ torr). The direct 

10 insertion desorption chemical ionization (DCI) probe (Vaccumetrics, Inc.) was 
ramped from 0-1. S amps in 10 sec and held at 10 amps until all traces of the sample 
disappeared ( -1-2 min). Spectra were scanned from 50-800 amu at 2 sec per scan. 
HPLC - electrospray mass spectra (HPLC ES-MS) were obtained using a Hewlett- 
Packard 1100 HPLC equipped with a quaternary pump, a variable wavelength 

IS detector, a C-18 column, and a Finnigan LCQ ion trap mass spectrometer with 
electrospray ionization. Spectra were scanned from 120-800 amu using a variable ion 
time according to the number of ions in the source. Gas chromatography - ion 
selective mass spectra (GC-MS) were obtained widi a Hewlett Packard 5890 gas 
chromatogr2^h equipped with an HP-1 methyl silicone column (0.33 mM coating; 25 

20 m X 0.2 mm) and a Hewlett Packard 5971 Mass Selective Detector (ionization energy 
70 eV). 

Elemental analyses were conducted by Robertson Microlit Labs, Madison NJ. All 
uireas displayed NMR spectra, LRMS and either elemental analysis or HRMS 
25 consistant with assigned structures. 

List of Abbreviations and Acronyms: 



AcOH acetic acid 

anh anhydrous 

30 BCKZ rer/-butoxycarbonyl 

cone concentrated 

dec decomposition 

DMPU l,3-dimethyl-3,4,5,6-tetrahydro-2(lH)-pyrimidinone 
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DMF N, A^-dimethy 1 formamide 

DMSO dimethylsulfoxide 

DPPA diphenylphosphoryl azide 

EtOAc ethyl acetate 

5 EtOH ethanol(100%) 

EtjO diethyl ether 

Et3N triethylamine 

w-CPBA 3-chloioperoxybenzoic acid 

MeOH methanol 

10 pet. ether petroleum ether (boiling range 30-60 °C) 

THF tetrahydrofuran 

TFA trifluoroacetic acid 

Tf trifluoromethanesulfonyl 



15 A. General Methods for Synthesis of Hetrocyclic Amines 
A2. General Synthesis of S-Amino-3-alkylisoxazoles 

o 




Stepl. 3-Oxo-4-niethylpentanenitrlle: A slurry of sodium hydride (60% in mineral 
oil; 10.3 g, 258 mmol) in benzene (52 mL) was wanned to 80 for 15 min., then a 

20 solution of acctonitrile (13.5 mL, 258 mmol) in benzene (52 mL) was added dropwise 
via addition fimnel followed by a solution of ethyl isobutyrate (15 g» 129 mmol) in 
benzene (52 mL). The reaction mixture was heated overnight, then cooled with an ice 
water bath and quenched by addition of 2-propanol (50 mL) followed by water (SO 
mL) via addition funnel The organic layer was separated and set aside. EtOAc (100 

25 mL) was added to the aqueous layer and the resulting mixture was acidified to 
iqyproximately pH 1 (cone. HCl) with stirring. The resulting aqueous layer was 
extracted with EtOAc (2 x 100 mL). The organic layers were combined with the 
original organic layer, dried (MgS04), concentrated m vacuo to give the a- 
cyanoketone as a yellow oil which was used in the next step without further 

30 purification. 
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Step 2. S''Ainino-3-isopropylisoxazole: Hydroxylamine hydrochloride (10.3 g, 148 
mmol) was slowly added to an ice cold solution of NaOH (25.9 g, 645 mmol) in water 
(73 mL) and the resulting solution was poured into a solution of crude 3-oxo-4- 
methylpentanenitrile while stirring. The resulting yellow solution was heated at 50 **C 
for 2,5 hours to produce a less dense yellow oil. The warm reaction mixture was 
immediately extracted with CHCI3 (3 x 100 mL) without cooling. The combined 
organic layers were dried (MgSOJ, and concentrated in vacuo. The resulting oily 
yellow solid was filtered through a pad of sihca (10% acetone/90% CH^Cl^) to afford 
the desired isoxazole as a yellow solid (1 1.3 g, 70%): mp 63-65 **C; TLC Rf (5% 
acetone/95% CHjCK) 0.19; *H-NMR (DMSO-d^) d 1.12 (d, ^7.0 Hz, 6H), 2.72 (sept, 
y=7,0 Hz, IH), 4.80 (s, 2H), 6.44 (s, IH); FAB-MS m/z (rel abundance) 127 
((M+H)^ 67%). 

A3* General Method for the Preparation of 5-Amino-l-aIkyI-3-alkylpyrazoles 



5-Aniuio-3-tert-butyI*l-(2-cyanoethyl)pyrazole: A solution of 4,4-dimethyl-3- 
oxopemanenitrile (5.6 g, 44.3 mmol) and 2-cyanoethy] hydrazine (4.61 g, 48.9 nunol) 
in EtOH (100 mL) was heated at the reflux temperature overnight after, which TLC 
analysis showed incomplete reaction. The mixture was concentrated under reduced 
pressure and the residue was filtered through a pad of silica (gradient from 40% 
EtOAc/60% hexane to 70% EtOAc/30% hexane) and the resulting ^material was 
triturated (Et^O/hexane) to afford the desired product (2.5 g, 30%): TLC (30% 
EtOAc/70% hexane) 1^0.31; 'H-NMR (DMSO-d^) 8 1.13 (s, 9H), 2.82 (t, ,^=6.9 Hz, 
2H), 4.04 (t, y=6.9 Hz, 2H), 5.12 (br s, 2H), 5.13 (s, IH). 




NC 
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A 4. Synthesis of 3-Ainino-5*aIkyithiophenes 
A4a. Synthesis of 3-Aniino*5-aIkylthiophenes by Thermal Decarboxylation of 
Thiophenecarboxylic Acids 



5 




Step]. 7-/m-Butyl-2H-thieno(3,2-d]oxazine-2,4(lH)-dione: A mixture of methyl 
3-amino-5-/err-butylthiophenecarboxylate (7.5 g, 35.2 mmol) and KOH (5.92 g) in 
MeOH (24 mL) and water (24 mL) was stirred at 90 ^'C for 6 h. The reaction mixture 
was concentrated und^ reduced pressure and the residue was dissolved in water (600 
10 mL). Phosgene (20% in toluene, 70 mL) was added dropwise over a 2 h period. The 
resulting mixture was stirred at room temperature overnight and the resulting 
precipitate was triturated (acetone) to afford the desired anhydride (5.78 g, 73%): ^H- 
NMR (CDCI3) 6 1.38 (s, 9H), 2.48 (s, IH), 6.75 (s, IH); FAB-MS m/z (rel abundance) 
226 ((M+H)*, 100%). 




Step 2. A^-(5-rer^Butyl-2-carboxy-3-thienyl)-A^'-(4-(4-pyridinylmethyl)pfaenyi)- 
urea: A solution of 7-rer/-butyl-2H-thieno[3,2-d]oxa2ine.2,4(lH)-dione (0.176 g, 
0.78 mmol) and 4-(4-pyridinylmethyl)aniline (0.144 g, 0.78 mmol) in THF (5 mL) 
was heated at the reflux temp, for 25 h. After cooling to room temp., the resulting 
20 solid was triturated with EtjO to afford the desired urea (0.25 g, 78%): mp 187-189 
**C; TLC (50% EtOAc/50% pet. ether) 0.04; ^H-NMR (DMSO-d,) 6 1.34 (s, 9H), 
3.90 (s, 2H), 7.15 (d, >7Hz, 2H), 7.20 (d, >=3 Hz, 2H), 7.40 (d, 7=7 Hz, 2H), 7.80 (s 
IH), 8.45 (d, >3 Hz, 2H) 9.55 (s, IH), 9.85 (s, IH), 12.50 (br s, IH); FAB-MS m/z 
(rel abundance) 410 ((M+H)^ 20%). 
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Step 3. A^-(5*/eit-Butyl-34hienyl)*A^44-(4-pyridinyimethyl)pheny A vial 

containing N-(5-r^r^butyl-2•K;ari)oxy-3-thienyI)-A^X4-(4-pyridinylme^ 

urea (0.068 g, 0.15 mmol) was heated to 199 T in an oil bath. After gas evolution 

5 ceased, the material was cooled and purified by preparative HPLC (C-18 column; 
gradient from 20% CH3CN/79.9% Hfi/OAVo TFA to 99.9% H,O/0.1% TFA) to give 
the desired product (0.024 g, 43%): TLC (50% EtOAc/50% pet. ether) 0,18; 
NMR (DMSO-dJ 6 1.33 (s, 9H), 4.12 (s, 2H), 6.77 (s, IH), 6.95 (s, IH), 7.17 (d, 7=9 
Hz, 2H), 7.48 (d, J=9 Hz, 2H), 7,69 (d, ^7 Hz, IH), 8.58 (s, IH), 8.68 (d, Hz, 

10 2H), 8.75 (s, IH); EI-MS m/z 365 (M^. 

A4b. Synthesis 3-Amioo-S-alkylthiophenes from 3-Amino-S-atkyl-2-thiophene- 
earboxylate esters 



5-/^#t-Butyl-3-thiopheneammonium Chloride: To a solution of methyl 3-amino-5- 
15 rer/-butyl-2-thiophene-caiboxylate (5.07 g, 23.8 mmol, 1.0 equiv) in EtOH (150 mL) 
was added NaOH (2.0 g, 50 mmol, 2.1 equiv). The resulting solution was heated at 
the reflux temp, for 2.25 h. A cone. HCl solution (i^roxi^a^^ly ^0 "^L) was added 
dropwise with stirring and the evolution of gas was observed. Stirring was continued 
for 1 h, then the solution was concentrated under reduced pressure. The white residue 
20 was suspended in EtOAc (150 mL) and a saturated NaHCO^ solution (150 mL) was 
added to dissolve. The organic layer was washed with water (150 mL) and a saturated 
NaCl solution (150 mL)« dried (Na^SO^), and concentrated under reduced pressure to 
give the desired ammonium salt as a yellow oil (3.69 g, 100%). This material was 
used directly in urea formation without further purification. 




25 
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10 



15 
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Synthesis 3-Ainino-S-alkylthiopbenes from A^-BOC 3-AtniDO'5<alkyl-2> 
thiophenecarboxylate esters 



Step 1, Methyl 3-(r£it*Butoxycarbonyiainino)-5-/^/t-butyI"2-tbiopbenecarboxy- 
late: To a solution of methyl 3-amino-5-/err-butyl-2"thiophenecarboxylate (150 g, 
0,70 mol) in pyridine (2,8 L) at 5 °C was added di-/err-butyl dicarbonate (17L08 g, 
0.78 mol, 1.1 equiv) and A^^AZ-dimethylaminopyridine (86 g, 0.70 mol, 1.00 equiv) and 
the resulting mixture was stirred at room temp for 7 d. The resulting dark solution 
was concentrated under reduced pressure (approximately 0.4 mniHg) at approximately 
20 ®C. The resultmg red solids were dissolved in CHjCIj (3 L) and sequentially 
washed with a 1 M H3PO4 solution (2 x 750 mL)» a saturated NaHCOj solution (800 
mL) and a saturated NaCl solution (2 x 800 mL), dried (Na^SOJ and concentrated 
under reduced pressure. The resulting orange solids were dissolved in abs. EtOH (2 
L) by warming to 49 then treated with water (500 mL) to afford the desired 
product as an off-white solid (163 g, 74%): 'H-NMR (CDCI3) 5 1.38 (s, 9H), 1.51 (s, 
9H), 3.84 (s, 3H), 7.68 (s, IH), 9.35 (br s, IH); FAB-MS fn/z (rel abundance) 314 
((M+H)%45%). 



Step 2. 3-'(^^rr-Butoxycarbonylamino)-5-/err*butyl-2-tbiopbenecarboxyIic Acid: 
To a solution of methyl 3-(/er/-butoxycarbonylamino)-5-rer/-butyl-2- 
thiophenecarboxylate (90.0 g, 0.287 mol) in THF (630 mL) and MeOH (630 mL) was 
added a solution of NaOH (42.5 g, 1.06 mL) in water (630 mL). The resulting 
mixture was heated at 60 X for 2 h, concentrated to approximately 700 mL under 
reduced pressure, and cooled to 0 ''C. The pH was adjusted to approximately 7 with a 
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I.O N HCl solution (approximately 1 L) while maintaining the internal temperature at 
approximately 0 The resulting mixture was treated with EtOAc (4 L). The pH 
was adjusted to approximately 2 with a 1 .0 N HCl solution (500 mL). The organic 
phase was washed with a saturated NaCl solution (4 x 1.5 L), dried (Na2S04), and 
concentrated to approximately 200 mL under reduced pressure. The residue was 
treated with hexane (1 L) to form a light pink (41.6 g). Resubmission of the mother 
liquor to the concentration-precipitation protocol afforded additional product (38.4 



93% total yield): 'H-NMR (CDCy 5 1.94 (s, 9H), 1.54 (s, 9H), 7.73 (s, IH), 9.19 (br 
s, IH); FAB-MS m/z (rel abundance) 300 ((M+H)\ 50%). 



Step 3. 5-rer/-Butyl-3-thiDpheneaininonium Chloride: A solution of 3-(/err- 
butoxycarbonylamino)-5-rer/-butyl-2-thiophenecarboxylic acid (3.0 g, 0.010 mol) in 
dioxane (20 mL) was treated with an HCl solution (4.0 M in dioxane, 12.5 mL, 0.050 
mol, 5.0 equiv), and the resulting mixture was heated at 80 ^C for 2 h. The resulting 
cloudy solution was allowed to cool to room temp forming some precipitate. The 
sluny was diluted with EtOAc (50 mL) and cooled to -20 ^C. The resulting solids 
were collected and dried overnight under reduced pressure to give the desired salt as 
an off-white soHd (1 .72 g, 90%): 'H-NMR (DMSO-d,) 5 1 .3 1 (s, 9H), 6.84 (d, >1 .48 
Hz, IH), 7.31 (d, J-1.47HZ, IH), 10.27 (brs,3H). 
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AS. General Method for the Synthesis of BOC-Protected Pyrazoles 




5-Amino-3-r^r/-butyl-7V'-(/er/'-butoxycarbonyl)pyrazole: To a solution of S-amino- 
3-fer/-butylpyra2ole (3.93 g, 28.2 mraoi) in CH2CI2 (140 mL) was added di-rer/-butyl 
dicarbonate (6.22 g, 28.5 mmol) in one portion. The resulting solution was stirred at 
room temp, for 13 h, then diluted with EtOAc (500 mL). The organic layer was 
washed with water (2 x 300 mL), dried (MgSOa) and concentrated under reduced 
pressure. The solid residue was triturated (100 mL hexane) to give the desired 
carbamate (6.26 g, 92%): mp 63-64 *^C; TLC R^(5% acctone/95% CH^Cl^); 'H-NMR 
(DMSO-dJ 6 L15 (s, 9H), L54 (s, 9H), 5.22 (s, IH), 6.11 (s, 2H); FAB-MS m/z 
((MW)^ 



A6. General Method for the Synthesis of 2-Aniinothiadiazole$ 




2-AmiDo-S-(l-(l-ethyl)propyl)thiadiazine: To concentrated sulfuric acid (9.1 mL) 
was slowly added 2-ethylbutyric acid (10.0 g, 86 mmol, 1.2 equiv). To this mixture 
was slowly added thiosemicaibazide (6.56 g, 72 nunol, 1 equiv). The reaction 
mixture was heated at 85 ''C for 7 h, then cooled to room temperature, and treated 
with a concentrated NH^OHsolution until basic. The resulting solids were filt^^ to 
afford 2*amino-5-(l-(l-ethyl)propyl)thiadiazine product was isolated via vacuum 
filtration as a beige solid (6.3 g, 51%): mp 155-158 ''C; TLC (5% McOH/ 95% 
CHCI3) 1^0.14; 'H-NMR (DMSO-d,) 5 0.80 (t, J=7.35 Hz, 6H), 1.42-1.60 (m, 2H), 
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1.59-1.71 (m, 2H), 2.65-2.74 (m, IH), 7.00 (br s, 2H); HPLC ES-MS m/z 172 
((M+H)-). 

A7. GeneralMetfaod for the Synthesis of 2-Aininooxadiazoles 

O 

,NH2 



Step 1. Isobutyric Hydrazide: A solution of methyl isobutyrate (10.0 g) and 
hydrazine (2.76 g) in MeOH (500 mL) was heated at the reflux temperature over night 
then stirred at 60 °C for 2 weeks. The resulting mixture was cooled to room 
temperature and concentrated under reduced pressure to afford isobutyric hydrazide as 
10 a yellow oil (1.0 g, 10%), which was used inb the next step withour further 
purification. 




Step 2. 2-Aniiiio-5-isopropyl oxadiazole: To a mixture of isobutyric hydrazide 
(0.093 g), KHCOj (0.102 g), and water (1 mL) in dioxane (1 mL) at room tenq)erature 
1 5 was added cyanogen bromide (0. 1 0 g). The resulting mixture was heated at the refiilx 
tonperature for 5 h, and stirred at room temperature for 2 d, thai treated with CHjCl; 
(S mL). The organic layer was washed with water (2x10 mL), dried (MgS04) and 
ctmcentrated under reduced pressure to afford 2-amino-5-isopn>pyl oxadiazole as a 
white solid: HPLC ES-MS m/z 128 ((M-^H)")- 



A8. General Method for the Synthesis of 2-Aniinooxazoles 

o 

,0H 



Step 1. 3^DiinethyM-hydroxy-2-butanone: A neat sample of l*bromo-3«3- 
dunethyI-2-butanone (33 J g) at 0 was treated with a IN NaOH solution, then was 
25 stirred for 1 h. The resulting mixture was extracted with EtOAc (5 x 100 mL). The 
combined organics were dried (NaiS04) concentrated under reduced pressure to 
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give 3J-dimethyl-l-hydroxy~2-butanone (19 g, 100%), which was used inb the next 
step withour further purification. 



Step 2. 2-Ainino-4-isopropyl-13-oxazole: To a solution of 3,3-diniethyM- 
hydroxy-2-butanone (4.0 g) and cyanimide (50% w/w, 2.86 g) in THF (10 mL) was 
added a IN NaOAc solution (8 mL), followed by tetra-w-butylammonium hydroxide 
(0.4 M, 3.6 mL), then a IN NaOH solution (1.45 mL). The resulting mixtuire was 
stirred at room temperature for 2 d. The resulting organic layer was separated, 
washed with water (3 x 25 mL), and the aqueous layer was extraced with EtjO (3 x 25 
mL). The combined organic layers were treated with a IN NaOH solution luntil 
basic, then extracted with CH^CU (3 x 25 mL). The combined organic layers were 
dried (Na^SOj) and concentrated under reduced pressure to afford 2-Amino-4- 
isopropyH,3-oxazole (1.94 g, 41%): HPLC ES-MS m/z 141 ((M+H)"). 

A9. Method for the Synthesis of Substkuted-S-aminotetrazoles 



: To a solution of 5-aminotetrazole (5 g), NaOH (2.04 g) and water (25 mL) in EtOH 
(115 mL) at the reflux temperature was added 2-bromopropane (5.9g). The resulting 
mixture was heated at the reflux temperature for 6 d, then cooled to room temperature, 
and concentrated under reduced pressure. The resulting aqueous mixture was washed 
with CH2CI3 (3 X 25 mL), then concentrated under reduced pressure with the aid of a 
lyophlizer to afford a mixture of 1- and 2-isopropyl-5-aminotetrazole (50%), which 
was used without further purification: HPLC ES-MS m/z 128 ((M+H)l. 




•2 




NH2 
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B. General Methods for Synthesis of Substituted Anilines 

Bl. General Method for Substituted Aniline Formation via Hydrogenation of 

a Nitroarene 



5 




4*(4-Pyridlnylniethyl)aniline: To a solution of 4.(4-nitrobenzyl)pyridine (7.0 g, 
32.68 mmol) in EtOH (20O mL) was added 10% Pd/C (0.7 g) and the resulting slurry 
was shaken under a H, atmosphere (50 psi) using a Parr shaker. After 1 h, TLC and 
'H-NMR of an aliquot indicated complete reaction. The mixture was filtered through a 
10 short pad of Celite®. The filtrate was concentrated in vacuo to afford a white solid (5.4 
g, 90%): ^H-NMR (DMSO-dJ 6 3.74 (s, 2H), 4.91 (br s, 2H), 6.48 (d, J=8.46 Hz, 
2H), 6.86 (d, J=8.09 Hz, 2HX 7.16 (d, J=5.88 Hz, 2H), 8.40 (d, ^5.88 Hz, 2H); EI- 
MS m/z 184 (M*). This material was used in urea formation reactions without further 
purification. 

15 

B2. General Method for Substituted Aniline Formation via Dissolving Metal 
Reduction of a Nitroarene 




4*(2-Pyridinylthio)aniline: To a solution of 4-(2-pyridinylthio)-l -nitrobenzene 
20 (Menai ST 3355A; 0.220 g, 0.95 mmol) and H2O (0.5 mL) in AcOH ( 5 mL) was 
added iron powder (0.317 g, 5.68 mmol) and the resulting slurry stirred for 16 h at 
room temp. The reaction mixture was diluted with EtOAc (75 mL) and H2O (50 mL), 
basified to pH 10 by adding solid K3CO3 in portions (Caution: foaming). The oiganic 
layer was washed with a saturated NaCI solution, dried (MgS04), concentrated in 
25 vacuo. The residual solid was purified by MPLC (30% EtOAc/70% hexane) to give 
the desired product as a thick oil (0.135 g, 70%): TLC (30% EtOAc/70% hexanes) 
0.20. 
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B3a. General Method for Substituted Aniline Formation via Nitroarene Formation 
Through Nucleophilic Aromatic Substitution, Followed by Reduction 




Step 1. l-Methoxy-4-(4-nitrophenoxy)benzene: To a suspension of NaH (95%, 
5 1.50 g, 59 mmol) in DMF (100 mL) at room temp, was added dropwise a solution of 
4-methoxyphenol (7.39 g, 59 mmol) in DMF (50 mL). The reaction was stirred 1 h, 
then a solution of l-fluoro-4-nitrobenzene (7.0 g, 49 mmol) in DMF (50 mL) was 
added dropwise to form a dark green solution. The reaction was heated at 95 °C 
overnight, then cooled to room temp., quenched with H^O, and concentrated in vacuo. 
10 The residue was partitioned between EtOAc (200 mL) and H^O (200 mL) . The 
organic layer was sequentially washed with H^O (2 x 200 mL). a saturated NaHCO^ 
solution (200 mL), and a saturated NaCI solution (200 mL), dried (Na2S04), and 
concentrated in vacuo. The residue was triturated (Et^O/hexane) to afford 1- 
methoxy-4-(4-nitrophenoxy)ben2ene (122 g, 100%): *H-NMR (CDCI3) 5 3.83 (s, 
15 3H), 6.93-7.04 (m, 6H), 8.18 (d,J=92 Hz, 2H); EI-MS m/z 245 (M^. 




Step 2. 4-(4-Methoxypbenoxy)anilme: To a solution of l-methoxy-4-(4- 
nitrophenoxy)benzene (12.0 g, 49 mmol) in EtOAc (250 mL) was added 5% Pt/C 
20 (1.5 g) and the resulting slurry was shaken under a atmosphere (50 psi) for 18 h. 
The reaction mixture was filtered through a pad of Celite^ with the aid of EtOAc and 
concentrated in vacuo to give an oil which slowly solidified (10.6 g, 100%): *H-NMR 
(CDCI3) 8 3.54 (br s, 2H), 3.78 (s, 3H), 6.65 (d, J=8.8 Hz, 2H), 6.79-6.92 (m, 6H); EI- 
MSiw/z215(M'). 

25 

B3b. General Method for Substituted Aniline Formation via Nitroarene Formation 
Throngh Nucleophilic Aromatic Substitution, Followed by Reduction 
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Stepl. 3-(Trifluoroinethyl)-4-<4-pyridinylthio)nilrobenzeoe: A solution of 4- 
mercaptopyridine (2.8 g, 24 mmoles), 2-fluoro-5-nitrobenzotTifluoride (5 g, 23.5 
mmoles), and potassium carbonate (6.1 g, 44.3 mmoles) in anhydrous DMF (80 mL) 
was stirred at room temperature and under argon overnight. TLC showed complete 

5 reaction. The mixture was diluted with Et^O (100 mL) and water (100 mL) and the 
aqueous layer was back-extracted with EtjO (2 x 100 mL). The organic layers were 
washed with a saturated NaCl solution (100 mL), dried (MgS04), and concentrated 
under reduced pressure. The solid residue was triturated with Et20 to afford the 
desired product as a tan solid (3.8 g, 54%): TLC (30% EtOAc/70% hexane) R^0.06; 

10 'H-NMR (DMSO-d^) 5 7.33 (dd, >1 .2, 4.2 Hz. 2H), 7.78 (d. J=8.7 Hz, IH), 8.46 (dd, 
y-2.4, 8.7H2, IH), 8.54-8.56 (m, 3H). 




Step 2. 3<rrifluoroinetliyl)-4-(4-pyridinylthio)aniliiie: A slurry of 3- 
trifluoromethyl-4-(4-pyridinylthio)nitrobenzene (3.8 g, 12.7 mmol), iron powder (4.0 
15 g, 7L6 mmol), acetic acid (100 mL), and water (1 mL) were stirred at room temp, for 

4 h. The mixture was diluted with Et^O (100 mL) and water (100 mL). The aqueous 
phase was adjusted to pH 4 with a 4 N NaOH solution. The combined organic layers 
were washed witii a saturated NaCl solution (100 mL), dried (MgSOJ, and 
concentrated under reduced pressure. The residue was filtered through a pad of silica 

20 (gradient from 50% EtOAc/50% hexane to 60% EtOAc/40% hexane) to afford the 
desired product (3.3 g): TLC (50% EtOAc/50% hexane) R^O.IO; 'H-NMR (DMSO-d^) 

5 6.21 (s, 2H), 6.84-6.87 (m, 3H), 7.10 (d, 7-2.4 Hz, IH), 7.39 (d, y-8.4 Hz, IH), 8.29 
(d,J=6.3Hz,2H). 

25 

B3c. General Method for Substitated Aniline Formation via Nitroarene Formation 
Through Nucleophllic Aromattc Substitution^ Followed by Reduction 
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O2N 




Step 1. 4*(2-(4-Ptaenyl)thiazolyl)thio-l-nitrobenzene: A solution of 2-niercapto-4- 
phenylthiazole (4.0 g, 20.7 mmoles) in DMF (40 mL) was treated with l-fluoro-4- 
nitrobenzene (2.3 mL, 21.7 mmoles) followed by K^COj (3.18 g, 23 mmol), and the 



diluted with EtOAc (100 mL), sequentially washed with water (100 mL) and a 
saturated NaCl solution (100 mL), dried (MgS04) and concentrated under reduced 
pressure. The solid residue was triturated with a EtjO/hexane solution to afford the 
desired product (6.1 g): TLC (25% EtOAc/75% hexane) R^O.49; 'H-NMR (CDCI3) 5 



10 7.35.7,47 (m, 3H), 7.58-7.63 (m, 3H), 7.90 (d, J=6.9 Hz, 2H), 8.19 (d. 7=9.0 Hz, 2H). 



Step 2. 4-(2-(4-PhenyI)thiazoIyi)thtoaniline: 4-(2-(4-Phenyl)thiazolyl)thio-l. nitro- 
benzene was reduced in a manner analagous to that used in the preparation of 3- 
(trifluoromethyl)-4-(4-pyridinylthio)aniline: TLC (25% EtOAc/75% hexane) RyrO.18; 
15 »H.NMR (CDCI3) 5 3.89 (br s, 2H), 6.72-6.77 (m, 2H), 7.26-7.53 (m, 6H), 7.85-7.89 
(m,2H). 

B3d. General Method for Substituted Aniline Formation via Nitroarene Formation 
Through Nucleophilic Aromatic Substitution, Followed by Reduction 



Step 1. 4-(6-Methyl*3-pyridinyloxy)-l-nitrobenzene: To a solution of 5-hydroxy- 
2-methylpyridine (5.0 g, 45.8 nunol) and l-fluoro-4-nitrobenzene (6.5 g, 45.8 mmol) 
in anh DMF (50 mL) was added K2CO3 (13.0 g, 91.6 mmol) in one portion. The 
mixture was heated at the reflux temp, with stirring for 1 8 h and then allowed to cool 



5 



mixture was heated at approximately 65 overnight. The reaction mixture was then 




20 
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10 



B3e. 

15 



20 



to room temp. The resulting mixture was poured into water (200 niL) and extracted 
with EtOAc (3 X 150 mL). The combined organics were sequentially washed with 
water (3 x 100 mL) and a saturated NaCl solution (2 x 100 mL), dried (Na^SOj, and 
concentrated in vacuo to afford the desired product (8.7 g, 83%). The this material 
was carried to the next step without further purification. 



pyridinyloxy)- 1 -nitrobenzene (4.0 g, 17.3 mmol) in EtOAc (150 mL) was added to 
10% Pd/C (0.500 g, 0.47 mmol) and the resulting mixture was placed under a H, 
atmosphere (balloon) and was allowed to stir for 18 h at room temp. The mixture was 
then filtered through a pad of Celite® and concentrated in vacuo to afford the desired 
product as a tan solid (3.2 g, 92%): EI-MS m/z 200 (M"). 

General Method for Substituted Aniline Formation via Nitroarene Formation 
Through NucleophQic Aromatic Substitution, Followed by Reduction 



Step L 4-(3,4-Dimethoxyphenoxy)-l*nitrobenzene: To a solution of 3,4- 
dimethoxyphenol (1.0 g, 6.4 mmol) and l*fluoro-4-nitrobenzene (700 fiL, 6.4 nunol) 
in anh DMF (20 mL) was added K3CO3 (1.8 g, 12.9 mmol) in one portion. The 
mixture was heated at the reflux temp with stirring for 18 h and then allowed to cool 
to room temp. The mixture was then poured into water (100 mL) and extracted with 
EtOAc (3 X 100 mL). The combined organics were sequentially washed with water (3 
X 50 mL) and a saturated NaCl solution (2 x 50 mL), dried (Na2S04), and concentrated 
in vacuo to afford the desired product (0.8 g, 54%). The crude product was carried to 
the next step without further purification. 



Step 2. 4*(3y4-I>iinethoxyphenoxy)aniline: A solution of 4-(3,4-dimethoxy- 
phenoxy>l -nitrobenzene (0.8 g, 3.2 nmiol) in EtOAc (50 mL) was added to 10% 




Step 2. 



4*(6*Methyl-3-pyridinyioxy)aniIine: A solution of 4-(6-methyl-3- 
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Pd/C (0.100 g) and the resulting mixture was placed under a H, atmosphere (balloon) 
and was allowed to stir for 18 h at room temp. The mixture was then filtered through 
a pad of Celite^ and concentrated in vacuo to afford the desired product as a white 
solid (0.6 g, 75%): EI-MS m/z 245 (M*). 

5 

B3f. General Method for Substituted Aniline Formation via Nitroarene Formation 
Through Nudeophilic Aromatic Substitution, Followed by Reduction 




Step 1. 3-(3-Pyridinyloxy)-l-nitrobenzene: To a solution of 3-hydroxypyridine 
10 (2.8 g, 29.0 mmol), l-biomo-3-nitrobenzene (5.9 g, 29.0 mmol) and copper(I) 
bromide (5.0 g, 34.8 mmol) in anh DMF (50 mL) was added K.COj (8.0 g, 58.1 
mmol) in one portion. The resulting mixture was heated at the reflux temp, with 
stirring for 18 h and then allowed to cool to room temp. The mixture was then poiu-ed 
into water (200 mL) and extracted with EtOAc (3 x 150 mL). The combined organics 
15 were sequentially washed with water (3 x 100 mL) and a saturated NaCl solution (2 x 
100 mL), dried (Na2S04), and concentrated in vacuo. The resuhing oil was purified 
by flash chromatography (30% EtOAc/70% hexane) to afford the desired product (2.0 
g, 32 %). This material was used in the next step without further purification. 

20 Step 2. 3-(3-Pyridinyloxy)anlline: A solution of 3-(3-pyridinyloxy)-l- 
nitrobenzene (2.0 g, 9.2 mmol) in EtOAc (100 mL) was added to 10% Pd/C (0.200 g) 
and the resulting mixture was placed under a atmosphere (balloon) and was 
allowed to stir for 1 8 h at room temp. The mixture was then filterod through a pad of 
Ceiite*"* and concentrated in vacuo to afford the desired product as a red oil (1.6 g^ 

25 94%): EI-MS m/z 186 (M'). 

B3g. General Method for Substituted Aniline Formation via Nitroarene Formation 
Through Nudeophilic Aromatic Substitutiout Followed by Reduction 
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Step 1. 3-(5-Methyl-3-pyridinyloxy)-l*nirrobenzene: To a solution of 3-hydroxy- 
5-methylpyridine (5.0 g, 45.8 mmol), l-bromo-S-nitrobenzene (12.0 g, 59.6 mmol) 
and copper(I) iodide (10.0 g, 73 J mmol) in anh DMF (50 mL) was added K^COj 

5 (13.0 g, 91.6 mmol) in one portion. The mixture was heated at the reflux temp, with 
stirring for 18 h and then allowed to cool to room temp. The mixture was then poured 
into water (200 mL) and extracted with EtOAc (3 x 150 mL). The combined organics 
were sequentially washed with water (3 x 100 mL) and a saturated NaCl solution (2 x 
100 mL), dried (Na,S04), and concentrated in vacuo . The resulting oil was purified 

10 by flash chromatography (30% EtOAc/70% hexane) to afford the desired product (1.2 
g, 13%). 




Step 2. 3-(5-Metbyl*3-pyridinyloxy>-l-nitrobenzene: A solution of 3-(5-methyl-3- 
pyridinyloxy)-I'nitrobenzene (1.2 g, 5.2 mmol) in EtOAc (50 mL) was added to 10% 
15 Pd/C (0.100 g) and the resulting mixture was placed under a atmosphere (balloon) 
and was allowed to stir for 18 b at room temp. The mixture was then filtered through 
a pad of Celite® and concoitiated in vacuo to afford the desired product as a red oil 
(0.9 g, 86%): CI-MS m/z 201 ((M+H)l. 



2B3h. General Method for Substituted Aniline Formation via Nitroarene Formation 
Through Nucleophilic Aromatic Substitution, Followed by Reduction 




Step 1. 5-Nitro-2-(4-methylphenoxy)pyridine: To a solution of 2-chloro-5- 
nitropyridine (6.34 g, 40 mmol) in DMF (200 mL) were added of 4-methylphenol (5.4 
25 g, 50 mmol, 1.25 equiv) and KjCO, (8.28 g, 60 mmol, 1.5 equiv). The mixture was 
stiired overnight at room temp. The resulting mixture was treated with water (600 
mL) to generate a precipitate. This mixture was stirred for 1 h, and the solids were 
separated and sequentially washed with a 1 N NaOH solution (25 mL), water (25 mL) 
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and pet ether (25 mL) to give the desired product (7.05 g, 76%): mp 80-82 **C; TLC 
(30% EtOAc/70% pet ether) R^O.79; *H-NMR (DMSO-d,) 5 2.31 (s, 3H), 7.08 (d, 
7=8.46 Hz, 2HX 7.19 (d, >9.20 Hz, IH), 7.24 (d, 7=8.09 Hz, 2H), 8.58 (dd, 7=2.94, 
8.82 Hz, IH), 8.99 (d, 7=2.95 Hz, IH); FAB-MS m/z (rel abundance) 231 ((M+H)*). 
5 100%). 




Step 2. 5-Ainino-2-(4*methylphenoxy)pyridine Dihydrochloride: A solution 5- 
nitro-2-(4-methylphenoxy)pyridine (6.94 g, 30 mmol, 1 eq) and EtOH (10 mL) in 
EtOAc (190 mL) was purged with argon then treated with 10% Pd/C (0.60 g). The 

10 reaction mixture was then placed under a H, atmosphere and was vigorously stirred 
for 2.5 h. The reaction mixture was filtered through a pad of Celite®. A solution of 
HCl in EtjO was added to the filtrate was added dropwise. The resulting precipitate 
was separated and washed with EtOAc to give the desired product (7.56 g, 92%): mp 
208-210 'C (dec); TLC (50% EtOAc/50% pet ether) 0.42; 'H-NMR (DMSO-d^) 5 

15 2.25 (s, 3H), 6.98 (d, 7=8.45 Hz, 2H), 7.04 (d, 7^8.82 Hz, IH), 7.19 (d, 7=8.09 Hz, 
2H), 8.46 (dd, 7=2.57, 8.46 Hz, IH). 8.63 (d. 7=2.57 Hz, IH); EI-MS m/z (rel 
abundance) (M% 100%). 



B3i. General Method for Substituted Aniline Formation via Nitroarene Formation 
20 Through Nudeophiltc Aromatic Substitution, Followed by Reduction . 




Step L 4-(3-Thienyltbio)-l*nitrobenzene: To a solution of 4-nitrothiophenol 
(80%pure; 1.2 g, 6.1 mmol), 3-bromothiophene (1.0 g, 6.1 mmol) and copper(II) 
oxide (0.5 g, 3.7 mmol) in anhydrous DMF (20 mL) was added KOH (0.3 g, 6.1 
25 mmol), and the resulting mixture was heated at 130 °C with stirring for 42 h and then 
allowed to cool to room temp. The reaction mixture was then poured into a mixture 
of ice and a 6N HCl solution (200 mL) and the resulting aqueous mixture was 
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extracted with EtOAc (3 x 100 mL). The combined organic layers were sequentially 
washed with a IM NaOH solution (2 x 100 mL) and a saturated NaCl solution (2 x 
100 mL), dried (MgSOJ, and concentrated in vacuo . The residual oil was purified by 
MPLC (silica gel; gradient from 10% EtO Ac/90% hexane to 5% EtOAc/95% hexane) 
to afford of the desired product (0.5 g, 34%). GC-MS m/z 237 (M*). 



Step 2. 4-<3-Tbienyithio)aniUne: 4-(3-Thienyhhio)-l -nitrobenzene was reduced to 
the aniline in a manner analogous to that described in Method B 1 . 

B3j, General Method for Substituted Aniline Formation via Nitroarene 
Formation Through Nucleophilic Aromatic Substitution, Followed by Reduction 



4*(5-Pyriniininyioxy)aDiIine: 4-Aminophenol (LO g, 9.2 mmol) was dissolved in 
DMF (20 mL) then 5-bromopyrimidine (1,46 g, 9.2 mmol) and K2CO3 (1.9 g, 13.7 
nunc!) were added. The mixture was heated to 100 ^'C for 18 h and at 130 for 48 h 
at which GC-MS analysis indicated some remaining starting material. The reaction 
mixture was cooled to room temp, and diluted with water (50 mL). The resulting 
solution was extracted with EtOAc (100 mL). The organic layer was wiashed with a 
saturated NaCl solution (2 x 50 mL), dried (MgSOa), and concentrated in vacuo. The 
residular solids were purified by MPLC (50% EtOAc/50% hexanes) to give the 
desired amine (0.650 g, 38%). 

General Method for Substituted Aniline Formation via Nitroarene Formation 
Through Nucleophilic Aromatic Substitution, Followed by Reduction 



Step 1. 5-Bromo-2-methoxypyridine: A mixture of 2,5-dibromopyridine (5.5 g, 
23.2 mmol) and NaOMe (3.76g, 69.6 mmol) in MeOH (60 mL) was heated at 70 T 
in a sealed reaction vessel for 42 h, then allowed to cool to room temp. The reaction 
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mixture was treated with water (50 mL) and extracted with EtOAc (2 x 100 mL), The 
combined organic layers were dried (Na^SOJ and concentrated under reduced 
pressure to give a pale yellow, volatile oil (4.1g, 95% yield): TLC (10% EtOAc / 90% 
hexane) R^O.57. 




Step 2. 5*Hydroxy-2-inethoxypyridine: To a stirred solution of 5-bromo-2- 
methoxypyridine (8.9 g, 47.9 mmol) in THF (175 mL) at -78 ""C was added an n- 
butyllithium solution (2.5 M in hexanc; 28.7 mL, 71.8 mmol) dropwise and the 
resulting mixture was allowed to stir at -78 ""C for 45 min. Trimethyl borate (7.06 

10 mL, 62.2 mmol) was added via syringe and the resuhing mixture was stirred for an 
additional 2 h. The bright orange reaction mixture was warmed to 0 and was 
treated with a mixture of a 3 N NaOH solution (25 mL, 71 .77 mmol) and a hydrogai 
peroxide solution (30%; approx. 50 mL). The resulting yellow and slightly turbid 
reaction mixture was warmed to room temp, for 30 min and then heated to the reflux 

15 temp, for 1 h. The reaction mixture was then allowed to cool to room temp. The 
aqueous layer was neutralized with a IN HCI solution then extracted with Et^O (2 x 
100 mL). The combined organic layers were dried (Na2S04) and concentrated under 
reduced pressure to give a viscous yellow oil (3.5g, 60%). 




20 Step 3- 4-(5-(2-Methoxy)pyridyl)oxy-l*nitrobeiizene: To a stirred slurry of NaH 
(97%, 1.0 g, 42 mmol) in anh DMF (100 mL) was added a solution of 5-hydn)xy-2. 
methoxypyridine (3.5g, 28 nunol) in DMF (100 mL). The resulting mixture was 
allowed to stir at room temp, for 1 h, 4-fluon)nitrobenzene (3 mL, 28 mmol) was 
added via syringe. The reaction nmixture was heated to 95 ""C overnight, then treated 

25 with water (25 mL) and extracted with EtOAc (2 x 75 mL). The organic layer was 
dried (MgS04) and concentrated under reduced pressure. The residual brown oil was 
ciystalized EtOAc/hexane) to afford yellow crystals (5.23 g, 75%). 
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Step 4. 4-(S-(2-Methoxy)pyridyl)oxyaniline: 4-(5-(2-Meihoxy)pyridyl)oxy-l - 
nitrobenzene was reduced to the aniline in a manner analogous to that described in 
Method B3d Step2. 

B4a. General Method for Substituted Aniline Synthesis via Nucieopfailic Aromatic 
Substitution using a Malopyridine 



3~(4-Pyridinylthio)aniUne: To a solution of 3-aminothiophenol (3.8 mL, 34 mmoles) 
in anh DMF (90mL) was added 4-chloropyridine hydrochloride (5.4 g, 35.6 mmoles) 

10 followed by K^CO, (16.7 g, 121 mmoles). The reaction mixture was stirred at room 
temp, for L5 h, then diluted with EtOAc (100 mL) and water (lOOmL). The aqueous 
layer was back-extracted with EtOAc (2 x 100 mL). The combined organic layers 
were washed with a saturated NaCl solution (100 mL), dried (MgSO^), and 
concentrated under reduced pressure. The residue was filtered through a pad of silica 

1 5 (gradient from 50% EtOAc/50% hexane to 70% EtOAc/30% hexane) and the resulting 
material was triturated with a EtsO/hexane solution to afford the desired product (4.6 
g, 66%): TLC (100 % ethyl acetate) 0.29; *H-NMR (DMSO-d^) 8 5.41 (s, 2H), 
6.64-6.74 (m, 3H), 7.01 (d, 2H), 7.14 (t, J=7.8 Hz, IH), 8.32 (d, J=4.8, 2H). 

2B4b. General Method for Substituted AnOine Synthesis via Nucleophllic Aromatic 
Substitution using a Halopyridine 



4*(2-MethyM-pyridinyloxy)aniIine: To a solution of 4-aminophKiol (3.6 g, 32.8 
mmol) and 4-chloropicoline (5.0 g, 39.3 mmol) in anh DMPU (50 mL) was added 



heated at 100 ®C with stirring for 18 h, then was allowed to cool to room temp. The 
resulting mixture was poured into water (200 mL) and extracted with EtOAc (3 x 150 
mL). The combined extracts were sequentially washed with water (3 x 100 mL) and a 
saturated NaCl solution (2 x 100 mL), dried (Na3S04), and concentrated in vacuo. 





25 



potassium /err-butoxide (7.4 g, 65.6 mmol) in one portion. The reaction mixture was 
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The resulting oil was purified by flash chromatography (50 % EtOAc/50% hexane) to 
afford the desired product as a yellow oil (0.7 g, 9%): CI-MS m/z 201 ((M+H)'). 

B4c« General Method for Substituted Aniline Synthesis via Nucleophilic 
Aromatic Substitution using a Halopyridine 

/=r. Me 



Step 1. Methyl(4-nitrophenylH-pyrid[ylamine: To a suspension of 7V^methyl-4- 
mtroaniline (2.0 g, 13.2 mmol) and KjCO, (7.2 g, 52.2 mmol) in DMPU (30mL) was 
added 4-chloropyridine hydrochloride (2.36 g, 15.77 mmol). The reaction mixture 
was heated at 90 **C for 20 h, then cooled to room temperature. The resulting mixture 
was diluted with water (100 mL) and extracted with EtOAc (100 mL). The organic 
layer was washed with water (100 mL), dried (Na2S04) and concentrated under 
reduced pressure. The residue was purified by column chromatography (silica gel, 
gradient from 80% EtOAc /20% hexanes to 100% EtOAc) to afford methyl(4- 
nitrophenyl)-4-pyridylamine (0.42 g) 



Step 2. Methyl(4-aininopheDyl)-4-pyridylainine: Methyl(4-nitrophenyl)-4- 
pyridylamine was reduced in a manner analogous to that described in Method Bl . 

B5. General Method of Substituted Aniline Synthesis via Phenol Alkylation 
Followed by Reduction of a Nitroarene 



Step 1. 4-<4-Butoxypbenyl)thio-l-nitrobenzene: To a solution of 4-(4-nitrophenyl - 
thio)phenol (1.50 g, 6.07 mmol) in anh DMF (75 ml) at 0 was added NaH (60% in 
mineral oil, 0.267 g, 6.67 mmol). The brown suspension was stirred at 0 until gas 
evolution stopped (15 mtn), then a solution of iodobutane (1.12 g, .690 ml, 6.07 
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mmol) in anh DMF (20 niL) was added dropwise over 15 min at 0 ""C. The reaction 
was stirred at room temp, for 18 h at which time TLC indicated the presence of 
unreacted phenol, and additional iodobutane (56 mg, 0.035 mL, 0.303 mmol, 0.05 
equiv) and NaH (13 mg, 0.334 mmol) were added. The reaction was stirred an 
additional 6 h room temp., then was quenched by the addition of water (400 mL). The 
resulting mixture was extracted with Et^O (2 x 500 mL). The combibed organics were 
washed with water (2 x 400 mL), dried (MgS04), and concentrated under reduced 
pressure to give a clear yellow oil, which was purified by silica gel chromatography 
(gradient from 20% EtOAc/80% hexane to 50% EtOAc/50% hexane) to give the 
product as a yellow solid (1.24 g, 67%): TLC (20% EtOAc/80% hexane) R^O.75; 'H- 
NMR(DMSO-de)6 0.92(t,y=7.5H2,3H), 1 .42 (app hex, 7=7.5 Hz. 2H), 1.70 (m, 
2H), 4.01 (t, 7=6.6 Hz, 2H), 7.08 (d, J=8.7 Hz, 2H), 7. 1 7 (d, >=9 Hz, 2H), 7.51 (d. 
7=8.7 Hz, 2H), 8.09(d,y=9Hz,2H). 



Step 2. 4*(4-Butoxyphenyl)tbioaDiline: 4-(4-Butoxyphenyl)thio-l -nitrobenzene was 
reduced to the aniline in a manner analagous to that used in the preparation of 3- 
(tiifluororaethyl)-4-(4.pyridinylthio)aniline (Method B3b, Step 2): TLC (33% 



36. General Method for Synthesis of Substituted Anilines by the Acylation of 
Diaminoarenes 



4-(4-leit*Butoxycarbanioylbeiizyl)aniIine: To a solution of 4,4'-methylenedianiline 
(3.00 g, 15.1 mmol) in anh THF (50 mL) at room temp was added a solution of di- 
terhhuiy] dicarbonate (3.30 g, 15.1 mmol) in anh THF (10 mL). The reaction 
mixture was heated at the reflux temp, for 3 h, at which time TLC indicated the 
presence of unreacted methylenedianiline. Additional di-/er/-butyl dicarbonate (0.664 

g, 3.03 mmol, 0.02 equiv) was added and the reaction stirred at the reflux temp, for 16 

h. The resulting mixture was diluted with Et20 (200 mL), sequentially washed with a 




EtOAc/77% hexane) R^O.38, 
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saturated NaHCO, solution (100 ml), water (100 mL) and a saturated NaCl solution 
(50 mL), dried (MgS04), and concentrated under reduced pressure. The resulting 
white solid was purified by silica gel chromatography (gradient from 33% 
EtOAc/67% hexane to 50% EtOAc/50% hexane) to afford the desired product as a 
5 white solid ( 2.09 g, 46%): TLC (50% EtOAc/50% hexane) 0.45; 'H-NMR 
(DMSOO 5 1.43 (s, 9H), 3.63 (s, 2H), 4.85 (br s, 2H), 6.44 (d, J=8.4 Hz, 2H), 
6.80 (d, y=8.1 Hz, 2H), 7.00 (d, 7-8.4 Hz, 2H), 7.28 (d, 7-8.1 Hz, 2H), 9.18 (br s, 
IH); FAB-MS m/z 298 (M"). 

1B7. General Method for the Synthesis of Aryl Amines via Electrophiiic Nitration 
Followed by Reduction 




Stqi 1. 3-(4-Nitrobenzyl)pyridine: A solution of 3-benzylpyridine (4.0 g, 

23.6 mmol) and 70% nitric acid (30 mL) was heated overnight at 50 °C. The resulting 

15 mixture was allowed to cool to room temp, then poured into ice water (350 mL). The 
aqueous mixture then made basic with a IN NaOH solution, then extracted with EuO 
(4 X 100 mL). The combined extracts were sequentially washed with water (3 x 100 
mL) and a saturated NaCl solution (2 x 100 mL), dried (Na2S04X and concentrated in 
vacuo. The residual oil was purified by MPLC (silica gel; 50 % EtOAc/50% hexane) 

20 then recrystallization (EtOAc/hexane) to afford the desired product (1.0 g, 22%): GC- 
MSm/2 214(M7 




Step 2. 3-(4-Pyridinyl)methylaniline: 3-(4-Nitrobenzyl)pyridine was reduced to the 
aniline in a manner analogous to that described in Method B 1. 

25 

B8. General Method for Synthesis of Aryl Amines via Substitution with Nitrobenzyl 
Halides Followed by Reduction 
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Step 1. 4-(l-Iniidazolylniethyl)-l -nitrobenzene: To a solution of imidazole (0.5 g, 
73 mmol) and 4-nitrobenzyl bron)ide (1.6 g, 7.3 nimol) in anh acetonitrile (30 mL) 
was added K^COj (1.0 g, 7.3 mmol). The resulting mixture was stirred at rooom 

5 temp, for 1 8 h and then poured into water (200 mL) and the resulting aqueous solution 
wasextracted with EtOAc (3 x 50 mL). The combined organic layers were 
sequentially washed with water (3 x 50 mL) and a saturated NaCl solution (2 x 50 
mL), dried (MgS04), and concentrated in vacuo. The residual oil was purified by 
MPLC (silica gel; 25% EtOAc/75% hexane) to afford the desired product (1.0 g, 

10 91%): EI-MS m/z 203 (M^. 




Step 2. 4-(l-Itnidazolylmethyl)aniline: 4-(l-Imida2olylmethyl)-l -nitrobenzene was 
reduced to the aniline in a manner analogous to that described in Method B2. 



IB9. Formation of Substituted Hydroxymethylanilines by Oxidation of Nitrobenzyl 
Compounds Followed by Reduction 

OH 




Step 1. 4-(l-Hydroxy-l-(4-pyridyl)metbyl-l-nitrobenzene: To a stirred solution 
of 3*(4-nitix>benzyl)pyridine (6.0 g, 28 nmiol) in CH2CI2 (90 mL) was added w-CPBA 

20 (5.80 g, 33.6 mmol) at 10 ^C, and the mixture was stirred at room temp, overnight. 
The reaction mixture was successively washed with a 10% NaHSO, solution (50 mL), 
a saturated K^COj solution (50 mL) and a saturated NaCl solution (SO mL), dried 
(MgS04) and concentrated under reduced pressure. The resulting yellow solid (2.68 
g) was dissolved in anh acetic anhydride (30 mL) and heated at the reflux temperature 

25 overnight. The mixture was concentrated under reduced pressure. The residue was 
dissolved in MeOH (25 mL) and treated with a 20% aqueous NH3 solution (30 mL). 
The mixture was stirred at room temp, for 1 h, then was concentrated under reduced 
pressure. The residue was poured into a mixture of water (50 mL) and CH2CI2 (50 
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mL). The organic layer was dried (MgSOj), concemraled under reduced pressure, and 
purified by column chromatography (80% EtOAc/ 20% hexane) to afford the desired 
product as a white solid. (0.53 g, 8%): mp 110-118 X; TLC (80% EtO Ac/20% 
hexane) 0.1 2; FAB-MS w/r 367 ((M4-H)\ 100%). 



Step 2. 4-(l.Hydroxy-l-(4-pyridyl)methylanUine: 4-(l.Hydroxy-I-(4-pyridyl)- 
methyl-l -nitrobenzene was reduced to the aniline in a manner analogous to that 
described in Method B3d, Step2. 

BIO. Formation of 2-(yV-niethylcarbamoyl)pyridines via the Menisci reaction 

O 



Step 1. 2-(yV-niethylcarbamoyIH-chloropyridine. (Caution: this is a highly 
hazardous, potentially explosive reaction.) To a solution of 4-chloropyridinc (10.0 g) 
in A^-methylformamide (250 mL) under argon at ambient temp was added cone. H2SO4 
(3.55 mL) (exotherm). To this was added HjOj (17 mL, 30% wt in ICO) followed 
by FeSO^ 7H20 (0.55 g) to produce an exotherm. The reaction was stirred in the daric 
at ambient temp for Ih then was heated slowly over 4 h at 45 °C. When bubbling 
subsided,the reaction was heated at 60 for 16 h. The opaque brown solution was 
diluted with H20 (700 mL) followed by a 10% NaOH solution (250 mL). The 
aqueous mixture was extracted with EtOAc (3 x 500 mL) and the organic layers were 
washed separately with a saturated NaCl solution (3 x 150 mlL. The combined 
organics were dried (MgSO^) and filtered through a pad of silica gel eluting with 
EtOAc. The solvent was removed in vacuo and the brown residue was purified by 
silica gel chromatography (gradient from 50% EtOAc / 50% hexane to 80% EtOAc / 
20% hexane). The resulting yellow oil crystallized at 0 over 72 h to give 2-{N' 
methylcarbaraoyI)-4-chloropyridine in yield (0.61 g, 5.3%): TLC (50% EtOAc/50% 
hexane) R^QSO; MS; NMR (CDCI3): d 8.44 (d, 1 H, J = 5.1 Hz, CHN), 8.21 (s. 



OH 
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IH, CHCCO), 7.96 (b s, IH, NH), 7.43 (dd, IH. J = 2.4, 5.4 Hz, CICHCN), 3.04 (d, 
3H, J = 5.1 Hz. methyl); CI-MS m/z 171 ((M+H)+). 

BIL General method for the Syotbesis of co-Sulfonyipbenyl Anilines 



Step 1. 4-(4-IVlethylsulfonylphenoxy)-l*nitrobenzene: To a solution of 4-(4- 
methyhhiophenoxy)-l-ntiroben2ene (2 g, 7.66 mmol) in CH2Cl2(75 mL) at 0 was 
slowly added wCPBA (57-86%, 4 g), and the reaction mixture was stirred at room 
temperature for 5 h. Tlie reaction mixture was treated with a 1 N NaOH solution (25 
mL). The organic layer was sequentially washed with a IN NaOH solution (25 mL), 
watCT (25 mL) and a saturated NaCl solution (25 mL), dried (MgS04), and 
concentrated under reduced pressure to give 4-(4-methylsulfonylphenoxy)-N 
nitrobenzene as a solid (2. 1 g). 

Step 2. 4-(4-Metbyl$uIfonylpheDOxy)-l-aniline: 4-(4-MethylsuIfonylphenoxy)-l- 
nitrobenzene was reduced to the aniline in a manner anaologous to that described in 
Method B3d, step 2. 

B12. General Method for Synthesis of (0-Alkoxy-a>-carboxyphenyi Anilines 

O 



Step L 4-(3-IVIethoxycarbonyM-methoxypbenoxy)-l-nitrobenzene: To a solution 
of -(3-carboxy-4-hydroxyphenoxy)-l -nitrobenzene (prqjared in a manner analogous 
to that described in Method B3a, step 1, 12 mmol) in acetone (50 mL) was added 
K2CO3 (5 g) and dimethyl sulfate (3.5 mL). The resulting mixture was heated aaaaaat 
the reflux tempoeratuie overnight, then cooled to room temperahure and filtered 
through a pad of Celite®. The resulting solution was concentrrated under reduced 
pressure, absorbed onto silica gel, and purified by column chromatography (50% 
EtOAc / 50% hexane) to give 4.(3-methoxycarbonyM-methoxyphenoxy)-l. 
nitrobenzene as a yellow powder (3 g): mp 1 15 1 18 ^C. 
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O 



O2N 




Step 2. 4-(3*Carboxy-4-metboxypbenoxy)-l-nitrobenzene: A mixture of 4-(3- 
mcthoxycarbonyl-4-methoxyphenoxy)-l -nitrobenzene (1.2 g), KOH (0.33 gXand 
water (5 mL) in MeOH (45 mL) was stirred at room temperature overnight and then 

5 heated at the reflux temperature for 4 h. The resulting mixture was cooled to room 
temperature and concentrated under reduced pressure. The residue was dissolved in 
water (50 mL), and the aqueous mixture was made acidic with a IN HCl solution. 
The resulting mixture was extracted with EtOAc (50 mL). The organic layer was 
dried (MgSOj) and concentrated under reduced pressure to give 4-(3-carboxy-4- 

1 0 methoxyphenoxy)- 1 -nitrobenzene ( 1 .04 g). 

C. General Methods of Urea Formation 

Cla. Reaction of a Heterocyclic Amine with an Isocyanate 



15 AK5*^^^''Butyl-3-thienyl)-A^-(4-phenoxyphenyi)urea: To a solution of S-terh 
butyl-34htophene-ammonium chloride (prqjared as described in Method A4b; 7.28 g, 
46.9 nrniol, 1.0 equiv) in anh DMF (80 mL) was added 4-phenoxyphenyl isocyanate 
(8.92 g, 42.21 mmol, 0.9 equiv) in one portion. The resulting solution was stirred at 
50-60 overnight, then diluted with EtOAc (300 mL). The resulting solution was 

20 sequentially washed with H3O (200 mL), a 1 N HCl solution (SO mL) and a saturated 
NaCl solution (50 mL), dried (Na2S04), and concentrated under reduced pressure. 
The resulting off-white solid was recrystallized (EtOAc/hexane) to give a white solid 
(13.7 g, 88%), which was contaminated with approximately 5% of bis(4- 
phenoxyphenyl)urea. A portion of this materia] (4.67 g) was purified by flash 

25 chromatography (9% EtOAc/27% CH2Cl2/64% cyclohexane) to afforded the desired 
product as a white solid (3.17 g). 

Clb. Reaction of a Heterocyclic Amine with an isocyanate 
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H H 

A^-(3-/m-Butyi-5-isoxazolyl>-Ar'-(4-phenoxyphenyi)urea: To a solution of 5- 
amino-3-/e/ir-butylisoxazole (8.93 g, 63.7 mmol, 1 eq.) in CHXU (60 mL) was added 
4-phenyloxyphenyl isocyanate (15.47 g, 73.3 mmol, 1.15 eq.) dropwise. The mixture 
5 was heated at the reflux temp, for 2 days, eventually adding additional CH.CU (80 
mL). The resulting mixture was poured into water (500 mL) and extracted with Et^O 
(3 x 200 mL). The organic layer was dried (MgS04) then concentrated under reduced 
pressure. The residue was recrystallized (EtOAc) to give the desired product (15.7 g, 
70%): mp 182-184 °C; TLC (5% acetone/95% acetone) R^O.27; *H-NMR (DMSO-dJ 
10 8 1.23 (s, 9H), 6.02 (s, IH), 6.97 (dd, J=0.2, 8.8 Hz, 2HX 6.93 (d, 7=8.8 Hz. 2H), 7.08 
(t, ^7.4 Hz, IH), 7.34 (m, 2H). 7.45 (dd, 7=2.2, 6.6 Hz, 2H) , 8.80 (s, IH). 10.04 (s, 
IH); FAB-MS m/z (rel abundance) 352 ((M+Hr,70%). 

Clc. Reaction of a Heterocyclic Amine witli an Isocyanate 




15 AH3*lerr-*ButyI-*5-pyrazolyI)-iVH4-(4-methylplienyl)oxyphenyl)urea: A solution 
of 5-amino-3-rer/-butylpyrazole (0.139 g, 1.0 mmol, 1.0 equiv) and 4-(4- 
methylphCTOxy)phenyl isocyanate (0.225 g, 1.0 mmol 1.0 equiv) in toluene (10 mL) 
was heated at the reflux temp, overnight. The resulting mixture was cooled to room 
temp and quenched with MeOH (a few mL). After stirring for 30 min, the mixture 

20 was concentrated under reduced pressure. The residue was purified by prep. HPLC 
(silica, 50% EtOAc/50% hexane) to give the desired product (0.121 g, 33%): mp 204 
^C; TLC (5% acetone/95% CH^Cy 1^0.92; 'H-NMR (DMSO-d^) 5 1.22 (s, 9H), 2.24 
(s, 3H), 5.92 (s, IH), 6.83 (d, J=SA Hz, 2H). 6.90 (d, y-8.8 Hz, 2H), 7.13 (d, 7=8.4 
Hz, 2H), 7.40 (d, ^8.8 Hz, 2H), 8.85 (s, IH), 9.20 (br s, IH), 1 1.94 (br s, IH); EI-MS 

25 m/z 364 (W). 
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Cld. Reaction of a Heterocyclic Amine with an Isocyanate 




CI 



CI 



yV-(5-w/-Butyl-3-thienyI)-A^M2,3-dicliIorophenyl)urea: Pyridine (0.163 mL, 2.02 
mmol) was added to a slurry of S-zm-butylthiopheneammonium chloride (Method 
A4c; 0.30 g, 1.56 mmol) and 2,3-dichlorophenyl isocyanate (0.32 mL, 2.02 mmol) in 
CHXU (10 mL) to clarify the mixture and the resulting solution was stirred at room 
temp, overnight. The reaction mixture was then concentrated under reduced pressure 
and the r^idue was separated between EtOAc (15 mL) and water (15 raL). The 
organic layer was sequentially washed with a saturated NaHCOj solution (15 mL), a 
IN HCl solution (15 mL) and a saturated NaCl solution (15 mL), dried (Na^SOJ, and 
concentrated under reduced pressure. A portion of the residue was by preparative 
HPLC (C-18 column; 60% acetonitrile/40% water/0.05% TFA) to give the desired 
urea (0.180 g, 34%): mp 169-170 °C; TLC (20% EtOAc/80% hexane) 0.57; 'H- 
NMR (DMSO-d,) 5 1.31 (s, 9H), 6.79 (s, IH), 7.03 (s, IH), 7.24-7.33 (m, 2H), 8.16 
(dd, y=1.84, 7.72 Hz, IH). 8.35 (s, IH), 9.60 (s, IH); '^C-NMR (DMSO-dJ 6 3L9 
(3C), 34.0, 103.4, 116.1, 119.3, 120.0, 123.4, 128.1, 131.6, 135.6. 138.1, 151.7, 155.2; 
FAB-MS m/z (rel abundance) 343 ((M+H)^ 83%), 345 ((M+H+2)*, 56%), 347 
((M+H+4)% 12%). 

Cle. Reaction of a Heterocyclic Amine with an Isocyanate 



A43-rer/-Butyi-5-pyrazolyl)-A^ -(3,4-dicbioropbenyl)urea: A solution of 5-amino- 
3-/m-butyI-A^'-(r^r/-butoxycarbonyl)pyrazole (Method A5; 0.150 g, 0.63 mmol) and 
3,4-dichlorophenyl isocyanate (0.118 g, 0.63 mmol) were in toiurae (3.1 mL) was 
stined at 55 °C. for 2 d. The toluene was removed in vacuo and the solid was 
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redissolved in a mixture of CH,Cl, (3 mL) and TF A ( 1 .5 mL). After 30 min. the 
solvent was rennoved in vacuo and the residue was taken up in EtOAc (10 mL). The 
resulting mixture \yas sequentially washed with a saturated NaHCOj solution (10 mL) 
and a NaCl solution (5 mL), dried (Na^SO^), and concentrated in vacuo. The residue 
was purified by flash chromatography (gradient from 40% EtOAc/ 60% hexane to 
55%EtOAc/ 5% hexane) to give the desired product (0.102 g, 48%): mp 182-184 T; 
TLC (40% EtOAc/60% hexane) R^O.05, FAB-MS m/z 327 ((M+H)'). 

Reaction of a Heterocyclic Amine with Phosgene to Form an Isocyanate, then 
Reaction with Substituted Aniline 



Step L 3-rm-Butyl-SMSOxazolyI Isocyanate: To a solution of phosgene (20% in 
toluene, 1.13 mL, 2.18 mmol) in CH.Cl^ (20 mL) at 0 °C was added anh. pyridine 
(0.176 mL, 2.18 ramol), followed by 5-amino-3-/^rr-butylisoxazole (0.305 g, 2.18 
mmol). The resulting solution was allowed to warm to room temp, over 1 h, and then 
was concentrated under reduced pressure. The solid residue dried in vacuo for 0.5 h. 



Step 2. AK3-#frr-Butyl-5-isoxazolyl)-/VM4-(4-pyridinyithio)phenyI)urea: The 
crude 3-/er/-butyl-5-isoxazolyl isocyanate was suspended in anh toluene (10 mL) and 
4-(4-pyridinylthio)aniHne (0.2(X) g, 0.989 nunol) was rapidly added. The suspension 
was stirred at 80 X for 2 b then cooled to room temp, and diluted with an 
EtOAc/CHjCU solution (4:1, 125 mL). The organic layer was washed with water 
(100 mL) and a saturated NaCl solution (50 mL), dried (MgS04), and concentrated 
imder reduced pressure. The resulting yellow oil was purified by column 
chromatography (silica gel, gradient fix>m 2% MeOH/98% CHjClj to 4% MeOH/6% 
CH2CI2) to aflford a foam, which was triturated (£t.O/hexane) in combination with 
sonication to give the product as a white powder (0.18 g, 49%): TLC (5% 
MeOH/95% CH^CU) R^0.21; 'H-NMR (DMSO-d^) 5 1.23 (s, 9HX 6.06 (s. IH), 6.95 





H 



H 
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(d, y=5 Hz, 2H), 7.51 (d, J=8 Hz, 2H), 7.62 (d, 7=8 Hz, 2H), 8.32 (d, >5 Hz, 2H). 
9.13 (s, IH), 10.19(s, IH); FAB-MS m/r 369 ((M+H)-^). 

C2b« Reaction of a Heterocyclic Amine with Phosgene to Form an Isocyanate Followed 
5 by Reaction with Substituted Aniline 




Step L 5-#€rr/->Butyl-3-isoxazolyl Isocyanate: To a solution of phosgene (148 mL, 
1.93 M in toluene, 285 nimol) in anhydrous CHjClj (1 L) was added 3-amino-5-rer/- 
butylisoxazole (10.0 g, 71 mmol) followed by pyridine (46 mL, 569 mmol). The 

10 mixture was allowed to warm to room temp and stirred overnight (ca. 16 h), then 
mixture was concentrated in vacuo. The residue was dissolved in anh. THF (350 mL) 
and stirred for 10 min. The orange precipitate (pyridinium hydrochloride) was 
removed and the isocyanate-containing filtrate (approximately 0.2 M in THF) was 
used as a stock solution: GC-MS (aliquot obtained prior to concentration) m/z 166 

15 (M*). 

H H 

Step 2. AK5-ierr-Butyi-3-isoxazolyl)-A^'-(4-(4>pyridinylthio)phenyl)urea: To a 
solution of 5-/er/-butyI-3-isoxazolyl isocyanate (247 mL, 0.2 M in THF, 49.4 mmol) 
was added 4-(4-pyridinyIthio)aniline (5 g, 24.72 mmol), followed by THF (50 mL) 

20 then pyridine (4.0 mL, 49 mmol) to neutralize any residual acid, the mixture was 
stirred overnight (ca. 18 h) at room temp. Then diluted with EtOAc (300 mL). The 
organic layer was washed successively with a saturated NaCl solution (100 mL), a 
saturated NaHCOs solution (100 mL), and a saturated NaCl solution (100 mL), dried 
(MgS04), and concentrated in vacuo. The resulting material was purified by MPLC 

25 (2 X 300 g silica gel, 30 % EtOAc/70% hexane) to afford the desired product as a 
white solid (8.24 g, 90 %): mp 178-179 'H-NMR (DMSO-d^) 6 1.28 (s, 9H). 6.51 
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(s. IH), 6.96 (d, 7=6.25 Hz, 2H), 7.52 (d, 7=8.82 Hz, 2H), 7.62 (d, 7=8.83 Hz, 2H), 
8.33 (d, 7=6.25 Hz, 2H), 9.10 (s, IH), 9.61 (s, IH); EI-MS m/z 368 (M*). 

C2c. Reaction of a Heterocyclic Amine with Phosgene to Form an Isocyanate Followed 
5 by Reaction with Substituted Aniline 




H H H 



7V-(3-r^l-Butyl*5-pyrazolyl)-A^ -(4-(4-pyridinyloxy)phenyl)urea: To a solution of 
phosgene (1.9M in toluene, 6.8 mL) in anhydrous CH2CI2 (13 mL) at 0 °C was slowly 

10 added pyridine (0.105 mL) was added slowly over a 5 min, then 4-(4- 
pyridinyloxy)aniline (0.250 g, 1.3 mmol) was added in one aliquot causing a transient 
yellow color to appear. The solution was stirred at 0 °C for 1 h, then was allowed to 
warm to room temp, over 1 h. The resulting solution was concentrated in vacuo then 
the white solid was suspended in toluene (7 mL). To this slurry, 5-amino-3-/err-butyl- 

15 Af'-(rer^butoxycaIbonyl)pyrazole (0.160 g, 0.67 mmol) was added in one aliquot and 
the reaction mixture was heated at 70 for 12 h forming a white precipitate. The 
solids were dissolved in a IN HCl solution and allowed to stir at room temp, for 1 h to 
form a new precipitate. The white solid was washed (50% £1:0/50% pet. ether) to 
affoid the desired urea (0.139 g, 59%): mp >228 dec; TLC (10% MeOH/ 90% 

20 CHCI3) R^ 0.239; *H-NMR (DMSO-d,) 5 1.24 (s, 9H), 5.97 (s, IH), 6.88 (d, ^6.25 
Hz, 2H), 7.10 (d, >8.82 Hz, 2H), 7.53 (d, J=9.2 Hz, 2H), 8.43 (d, 7=6.25 Hz, 2H), 
8.92 (br s, IH), 9^5 (br s, IH). 12.00 (br s, IH); EI-MS m/z rel abundance 351 (M\ 
24%). 

25 

C3a« Reaction of a Heterocyclic Amine with iV.Ar'-Carbonyldiimidazole Followed by 
Reaction with a Substituted Aniline 
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A^-(3-rer^Butyl-l-methyl-5-pyrazolyl)-A^-(4-(4-pyridinyloxy To a 

solution of 5-amino-3«rm-butyH-inethylpyrazole (189 g, 1.24 mol) in anh. CHXU 
(23 L) was added /V,iV-carbonyldiimidazole (214 g, 1.32 mol) in one portion. The 
mixture was allowed to stir at ambient temperature for 5 h before adding 4-(4- 
pyridinyloxy)aniline. The reaction mixture was heated to 36 for 16 h. The 
resulting mixture was cooled to room temp, diluted with EtOAc (2 L) and washed 
with H2O (8 L) and a saturated NaCl solution (4 L). The organic layer was dried 
(NaiSOJ and concentrated in vacuo. The residue was purified by crystallization 
(44.4% EtOAc/44.4% EtzO/l 1 .2% hcxane, 2.5 L) to afford the desired urea as a white 



solid (230 g, 51%): mp 149-152 °C; ^H-^fMR (DMSO-dJ 5 1.18 (s, 9H), 3.57 (s, 
3H), 6.02 (s, IH), 6.85 (d, 7=6.0 Hz, 2H), 7.08 (d, J-9.0 Hz, 2H), 7.52 (d, 7=9.0 Hz, 
2H), 8.40 (d, •7=6.0 Hz. 2H), 8.46 (s, IH), 8.97 (s. IH); FAB-LSIMS m/z 366 



Reaction of a Heterocyclic Amine with A^,7V -Carbonyldiimidazoie Followed by 
Reaction with a Substituted Aniline 



AK3-^err-Butyl-5-pyrazolyl)-iV*.(3-(4-pyridinyltliio)phenyl)urea: To a solution of 
5-amino-3-/er/-butyl-iV'-(/crr-butoxycaibonyl)pyra2ole (0.282 g, 1.18 mmol) in 
CH2CI2 (1.2 mL) was added -carbonyldiimidazole (0.200 g, 1.24 mmol) and the 
mixture was allowed to stir at room temp, for 1 day. 3*(4-Pyridinylthio)aniline (0«239 
g, 1.18 mmol) was added to the reaction solution in one aUquot and the resulting 
mixture was allowed to stir at room temp, for 1 day. Then resulting solution was 
treated with a 10% citric acid solution (2 mL) and was allowed to stir for 4 h. The 



{(M+H)0. 
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organic layer was extracted with EtOAc (3 x 15 mL), dried (MgSOJ, and 
concentrated in vacuo. The residue was diluted with CHXl, (5 mL) and 
trifluoroacetic acid (2 mL) and the resulting solution was allowed to stir for 4 h. The 
trifluoroacetic reaction mixture was made basic with a saturated NaHCOj solution, 
5 then extracted with CH.CK (3x15 mL). The combined organic layers were dried 
(MgSO^^ and concentrated in vacuo. The residue was purified by flash 
chromatogr^hy (5% MeOH/95% CHXlj). The resulting brown solid was triturated 
with sonication (50% Et2O/50% pet. ether) to give the desired urea (0.122 g. 28%): 
mp >224 '^C dec; TLC (5% MeOH/ 95% CHCI3) 0.067; 'H-NMR (DMSO-d,) 5 
10 1.23 (s, 9H), 5.98 (s, IH), 7.04 (dm, 7=13.24 Hz, 2H). 7.15-7.19 (m, IH), 7.40-7.47 
(m, 2H), 7.80-7.82 (m, IH), 8.36 (dm, 7-15.44 Hz, 2H), 8.96 (br s, IH), 9.32 (br s, 
IH), 1 1.97 (br s, IH); FAB-MS m/z (rel abundance) 368 {M\ 100%). 

C4a. Reaction of Substituted Aniline with A^,A^^-Carbonyldiimidazoie Followed by 
15 Reaction with a Heterocyclic Amine 




/ H H 



A^-(3*/err-Butyl-l-methyl--5-pyrazolyl)-A^'-(4-(4-pyridinylmethyl)phenyl)urea: To 
a solution of 4-(4-pyridinylmethyl)aniline (0.200 g, 1.08 mmol) in CHjClj (10 mL) 
was added TVIA^ -carbonyldiimidazole (0,200 g, 1.23 mmol). The resulting mixture 

20 was stirred at room tempe for 1 h after which TLC analysis indicated no starting 
aniline. The reaction mixture was then treated with 5-amino-3-r^r/-butyl-l- 
methylpyrazole (0.165 g, 1.08 mmol) and stirred at 40-45 ^'C overnight. The reaction 
mixture was cooled to room temp and purified by column chromatography (gradirat 
from 20% acetone/80% CH.Clj to 60% acetone/40% CH2CI2) and the resulting solids 

25 were crystallized (Et20) to afford the desired urea (0.227 g, 58%): TLC (4% 
MeOH/96% CH^Cl,) R^0.15; 'H-NMR (DMSOO 5 1.19 (s, 9H), 3.57 (s, 3H), 3.89 
(s, 2H), 6.02 (s, IH), 7.14 (d, ^8.4 Hz, 2H), 7.21 (d, Hz, 2H), 7.37 (d, J=8.4 Hz, 
2H), 8.45-8.42 (m, 3H), 8.81 (s, IH); FAB-MS m/z 364 (M+H)*). 
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Reaction of Substituted Aniline with A^^AT'-Carbonyldiimidazole Followed by 
Reaction with a Heterocyclic Amine 



A^-(3-r^r/-Butyl-5-pyrazoiyl)-A^-(3-(2-benzothiazolyioxy)phenyl)urea: A solution 
of 3-(2-benzothia2olyIoxy)aniline (0.24 g, 1.0 ramol, 1.0 equiv) and KN'- 
carbonyldiimidazole (0.162 g, 1.0 mmol, 1.0 equiv) in toluene (10 mL) was stiired at 
room temp for 1 h. 5-Amino-3-/erf-butylpyrazoIe (0.139 g, 1 .0 mmol) was added and 
the resulting mixture was heated at the reflux temp, ovemight. The resulting mixture 
was poured into water and extracted with CHjCU (3 x 50 mL). The combined organic 
layers were concentrated under reduced pressure and dissolved in a minimal amount 
of CH2CI2. Petroleum ether was added and resulting white precipitate was 
resubmitted to the crystallization protocol to afford the desired product (0.015 g, 4%): 
mp 1 10«1 1 1 *>C; TLC (5% acetone/95% CH.CU R^0.05; ^H-NMR (DMSO-d^) 6 1.24 
(s, 9H), 5.97 (s, IH), 7.00-7.04 (m, IH), 7.21-7.44 (m, 4HX 7.68 (d, 7=5.5 Hz, IH), 
7,92 (d, y=7.7 Hz, IH), 7.70 (s, IH), 8.95 (s, IH), 9.34 (br s, IH), 1 1 .98 (br s, IH); EI- 
MS/w/z408(M0. 

Reaction of a Heterocyclic Amine with Phosgene to Form an Isocyanate Followed 
by Reaction with Substituted Aniline 



^-(S-r£rr-Butyl-3-thienyl)-A^H4-(4-pyridfnyloxy)phenyl)urea: To an ice cold 
solution phosgene (1.93M in toluene; 0.92 mL, 1.77 mmol) in CHjClj (5 mL) was 
added a solution of 4*(4-pyridiny]oxy)aniline (0.30 g, 1 .61 mmol) and pyridine (0.255 
g, 3.22 mmol) in CH2CI2 (5 mL). The resulting mixture was allowed to wami to room 
temp, and was stirred for 1 h, then was concentrated under reduced pressure. The 
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residue was dissolved in CHXU (5 mL), then treated with S-tert- 
butylthiopheneammonium chloride (Method A4c; 0.206 g, 1 .07 mmol), followed by 
pyridine (0.5 mL). The resulting mixture was stirred at room temp for 1 h, then 
treated with 2-(dimethyIamino)ethylamine (1 mL), followed by stirring at room temp 
an additional 30 rain. The reaction mixture was then diluted with EtOAc (50 mL), 
sequentially washed with a saturated NaHCOj solution (50 mL) and a saturated NaCl 
solution (50 mL), dried (Na;S04), and concentrated under reduced pressure. The 
residue was purified by column chromatography (gradient from 30% EtOAc/70% 
hexane to 100% EtOAc) to give the desired product (0,38 g , 97%): TLC (50% 
EtOAc/50% hexane) R^0.13; 'H-NMR (CDCI3) 5 1.26 (s, 9H), 6.65 (d, 7=1.48 Hz, 
IH), 6.76 (dd, J=1.47, 4.24 Hz, 2H), 6.86 (d, J=1.47 Hz, IH), 6.91 (d, J-8.82 Hz, 
2H), 7.31 (d, J=8.83 Hz, 2H), 8.39 (br s, 2H), 8.41 (d, >=1.47 Hz, 2H); *'C-NMR 
(CDCU 6 32.1 (3C), 34.4, 106.2, 112.0 (2C), 116.6, 121.3 (2C), 121.5 (2C), 134.9, 
136.1, 149.0, 151.0 (2C), 154.0, 156.9, 165.2; FAB-MS m/z (rel abundance) 368 
((M+H)% 100%). 

General Method for the Reaction of a Snbstitnted Aniline with Triphosgene 
Followed by Reaction with a Second Substituted Amine 



yV-<3-/£r/-Butyi-4-«ethyl*5-isoxazolyl)-A^X2-fluorenyi)urea To a solution of 
triphosgene (55 mg, 0.185 niniol, 0.37eq) in 1,2-dichloroethane (l.OmL) was added a 
solution of 5-amino-4-methyl-3-/er/-butyHsoxazole (77.1 mg, 0.50 nunol. 1.0 eq) and 
diisopropylethylamine (0.104 mL, 0.60 mmol, 1.2 eq) in 1,2-dichloroethane (1.0 mL). 
The reaction mixture was stirred at 70 °C for 2 h, cooled to room temp., and treated 
with a solution of 2-aminofluorene (30.6 mg, 0.50 mmol. l.O eq) and 
diisopropylethylamine (0.087 mL, 1.0 eq) in 1,2-dichloroethane (1.0 mL). The 
reaction mixture was-stinred at 40 ""C for 3 h and then at RT for I71i to produce a 
precipitate. The solids were washed with EtjO and hexanes to give the desired urea as 
a beige solid (25 mg, I4%): mp 179-181 °C; 'H-NMR (DMSO-d,) 8 1.28 (s. 9H), 2.47 




H 



H 
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(s, 3H), 3.86 (s, 2H), 7.22 (l, 7=7.3 Hz, IH), 7.34 (m, 2H), 7.51 (d, 7=7.3 Hz, IH), 
7.76 (m, 3H), 8.89 (s, IH), 9.03 (s, IH); HPLC ES-MS iw/z 362 ((M+HD. 

C6, General Method for Urea Formation by Curtius Rearrangement and 
Carbamate Trapping 



Step L 5-MetbyI-2-(azidocarbonyl)tbiophene: To a solution of S-Methyl-2- 
thiophenecarboxylic acid (1.06 g, 7.5 mmol) and EtjN (1.25 mL, 9.0 mmol) in acetone 
(50 mL) at -10 X was slowly added ethyl chloroformate (1.07 mL, 1 1.2 mmol) to 
keep the internal temperature below 5 ''C. A solution of sodium azide (0.83 g, 12.7 
mmol) in water (6 mL) was added and the reaction mixture was stirred for 2 h at 0 ^C. 
The resulting mixture was diluted with CH3CI2 (10 mL) and washed with a saturated 
NaCl solution (10 mL). The aqueous layer was back-extracted with CH^Clj (10 mL), 
and the combined organic layers were dried (MgSOJ and concentrated in vacuo. The 
residue was purified by column chromatograqjhy (10% EtOAc/ 90% hexanes) to give 
the azidoester (0.94 g, 75%). Azidoester (100 mg« 0.6 mmol) in anhydrous toluene 
(10 mL) was heated to reflux for 1 h then cooled to rt. This solution was used as a 
stock solution for subsequent reactions. 



Step 2. 5-Methyl-2-thiophene Isocyanate: 5-Methyl-2-(azidocarbonyI)thiophene 
(0.100 g, 0.598 mmol) in anh toluene (10 mL) was heated at the reflux temp, for 1 h 
then cooled to room temp. This solution was used as a stock solution for subsequent 
reactions. 



H H 

Step 3. A^(5-/err-Butyl-3-isoxazolyl)-7VX5-methyl-2<-thienyl)urea: To a solution 
of S-metbyl-2*thiophene isocyanate (0.598 mmol) in toluene (10 mL) at room temp. 
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was added 3-amino-5-/m-butylisoxa2ole (0.092 g, 0.658 mmol) and the resulting 
mixture was stirred overnight. The reaction mixture was diluted with EtOAc (50 mL) 
and sequentially washed with a 1 N HCl solution (2 x 25 mL) and a saturated NaCI 
solution (25 mL), dried (MgSOJ, and concentrated under reduced pressure. The 
residue was purified by MPLC (20% EtOAc/80% hexane) to give the desired urea 
(0.156 g, 93%): mp 200-201 °C; TLC (20% EtOAc/80% hexane) R^0.20; EI-MS m/z 
368 (M^. 

C7. General Methods for Urea Formation by Curtius Rearrangement and 
Isocyanate Trapping 



Step 1. 3-Chloro-4,4-dimethyIpent-2-enaI: POCI3 (67.2 mL, 0.72 mol) was added 
to cooled (0 "^C) DMF (60.6 mL, 0.78 mol) at rate to keep the internal temperature 
below 20 "^C. The viscous slurry was heated until solids melted (approximately 40 
°C), then pinacolone (37.5 mL, 0.30 mol) was added in one portion. The reaction 
mixture was then to 55 for 2h and to 75 X for an additional 2 h. The resulting 
mixture was allowed to cool to room temp., then was treated with THF (200 mL) and 
water (200 mL), stirred vigorously for 3 h, and extracted with EtOAc (500 mL). The 
organic layer was washed with a saturated NaCI solution (200 mL), dried (Na^SO^) 
and concentrated under reduced pressure. The residue was filtered through a pad of 
silica (CH2CI2) to give the desired aldehyde as an orange oil (15.5 g, 35%): TLC (5% 
EtOAc/95% hexane) R^O.54; NMR (CDCI3) d L26 (s, 9H), 6.15 (d, 7=7.0 Hz, IH), 
10.05 (d,/=6.6 Hz, IH). 



Step 2. Methyl 5-/^rr-batyl-2-thiophenecarboxylate: To a solution of 3-chlora- 
4,4-dimethylpent-2-enal (1.93 g, 13.2 nrniol) in anh. DMF (60 mL) was added a 
solution of Na^S (1.23 g, 15.8 mmol) in water (10 mL). The resulting mixture was 
stirred at room temp, for 15 min to generate a white precipitate, then the sluny was 



CHO 




C02Me 
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. treated with methyl bromoacetate (2.42 g, 15.8 mmol) to slowly dissolve the solids. 
The reaction mixture was stirred at room temp, for 1 .5 h, then treated with a 1 N HCl 
solution (200 mL) and stirred for 1 h. The resulting solution was extracted with 
EtOAc (300 mL). The organic phase was sequentially washed with a 1 N HCl 

5 solution (200 mL), water (2 x 200 mL) and a saturated NaCl solution (200 mL), dried 
(Na^SO^) and concentrated under reduced pressure. The residue was purified using 
column chromatography (5% EtOAc/95% hexane) to afford the desired product (0.95 
g, 36%): TLC (20% EtOAc/80% hexane) R^O.79; »H NMR (CDCI3) 5 1.39 (s, 9H)» 
3.85 (s, 3H), 6.84 (d, 7=3.7 Hz, IH), 7.62 (d, J==4.1 Hz, IH); GC-MS m/z (rel 

1 0 abundance) 1 98 (M^, 25%). 

CO2H 

Step 3. S^err-Butyl-2-thiophenecarboxyiic acid: Methyl 5-/er/-butyI-2- 
thiophenecarboxylate (0.10 g, 0.51 mmol) was added to a KOH solution (0.33 M in 
90% MeOH/10% water, 2.4 mL, 0.80 mmol) and the resulting mixture was heated at 
the reflux temperature for 3 h. EtOAc (5 mL) was added to the reaction mixture, then 
the pH was adjusted to approximately 3 using a 1 N HCl solution. The resulting 
organic phase was washed with water (5 mL), dried (Na2S04), and concentrated under 
reduced pressure (0.4 mmHg) to give the desired carboxylic acid as a yellow solid 
(0.067 g, 73%): TLC (20% EtOAc/79.5% hexane/0.5% AcOH) R/0.29; 'H NMR 
(CDCI3) 6 1.41 (s, 9H), 6.89 (d, 7=3.7 Hz, IH), 7.73 (d, ^3.7 Hz, IH), 12.30 (br s, 
IH); ''CNMRCCDCUS 32.1 (3C), 35.2, 122.9, 129.2, 135.1, 167.5, 168.2. 

Step 4. /V-(5-tert-Butyl-2-thienyI)-A''-(2,3-dichIorophenyl)urea: A mixture of 5- 
/crr-butyl-2-thiophenecarboxyHc acid (0.066 g, 0.036 mmol), DPPA (0.109 g, 0.39 
25 mmol) and Et,N (0.040 g, 0.39 mmol) in toluene (4 mL) was heated to 80 for 2 h, 
2^-dichloioaiuline (0.1 16 g, 0.72 mmol) was added, and the reaction mixture was 
heated to 80**C for an additional 2 h. The resulting mixture was allowed to cool to 



15 
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room temp, and treated with EtOAc (50 mL). The organic layer was washed with a 1 
N HCl solution (3 x 50 mL), a saturated NaHCOj solution (50 mL), and a saturated 
NaCl solution (50 mL), dried (Na^SOj), and concentrated under reduced pressure. 
The residue was purified by column chromatography (5% EtOAc/95% hexane) to 
5 afford the desired urea as a puiple solid (0.030 g, 24%): TLC (10% EtOAc/90% 
hexane) R/0.28; 'H NMR (CDClj) 5 L34 (s, 9H), 6.59 (br s, 2H), 7.10-7.13 (m, 2H), 
7.66 (br s, IH), 8.13 (dd, >2.9, 7.8 Hz, IH); ''C NMR (CDCI3) 5 32.2 (3C), 34.6, 
117.4, 119.0\ 119.1^ 119.2, 121.5, 124.4, 127.6, 132.6, 135.2, 136.6, 153.4; HPLC 
ES-MS nt/z (rel abundance) 343 ((M+H)\ 100%), 345 ((M+H+2)^ 67%), 347 
10 ((M+H+4)M4%). 

C8. Combinatorial Method for the Synthesis of Diphenyl Ureas Using 
Triphosgene 

One of the anilines to be coupled was dissolved in dichloroethane (0.10 M). This 
15 solution was added to a 8 mL vial (0.5 mL) containing dichloroethane (I mL). To this 
was added a niphosgene solution (0.12 M in dichloroethane, 0.2 mL, 0.4 equiv.), 
followed by diisopropylethylamine (0.35 M in dichloroethane, 0.2 mL, 1.2 equiv.). 
The vial was capped and heat at 80 X for 5 h, then allowed to cool to room temp for 
approximately 10 h. The second aniline was added (0.10 M in dichloroethane, 0.5 
20 mL, 1.0 equiv.)> followed by diisopropylethylamine (0.35 M in dichloroethane, 0.2 
mL, 1.2 equiv.). The resulting mixture was heated at 80 for 4 h« cooled to room 
temperature and treated with MeOH (0.5 mL). The resulting mixture was 
concentrated under reduced pressure and the products were purified by reverse phase 
HPLC. 

25 

D. Misc. Methods of Urea Synthesis 
Dl. Electrophylic Halogenation 




AK2*Bromo-5^err-butyl-3*thjenyl)*A^'-(4-niethyiphenyl)urea: To a sluny of A^-(5- 
30 rerf-butyI-3-thienyl)-7V -(4-methylphenyl)urea (0.50 g, 1 .7 mmol) in CHClj (20 mL) at 
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room lemp was slowly added a solution of Br, (0.09 mL, 1.7 mmol) in CHCI3 ( 10 mL) 
via addition funnel causing the reaction mixture to become homogeneous. Stirring 
was continued 20 min after which TLC analysis indicated complete reaction. The 
reaction was concentrated under reduced pressure, and the residue triturated (2 x 

5 Et^O/hexane) to give the brominated product as a tan powder (0.43 g, 76%): mp 161- 
163 °C; TLC (20% EtOAc/ 80% hexane) R^0.71; *H NMR (DMSO-d^) 5 1.29 (s, 9H), 
2.22 (s, 3H), 7.07 (d, >8.46 Hz, 2H), 7.31 (d, >=8.46 Hz, 2H), 7.38 (s, IH), 8.19 (s, 
IH), 9.02 (s, IH); ^'C NMR (DMSad,) 8 20.3, 31.6 (3C), 34.7, 89.6, 117.5, 118.1 
(2C), 129.2 (2C), 130.8, 136.0, 136.9, I5L8, 155.2; FAB-MS m/z (rel abundance) 367 

10 ((M+Hr, 98% ), 369 (M+2+H)% 100%). 



D2. Synthesis of co-Alkoxy Ureas 




H H 



Step 1. yV-<5-/^it-Butyl-3-thienyl)-A^^4-(4-hydroxyphenyi)oxyphenyl)ure^ A 
15 solution of A^(5-/er/-butyl-3-thienyl)-A^ -(4-(4-methoxyphenyI)oxyphenyl)urM (1.2 g, 
3 mmol) in CH^Qj (50 mL) was cooled to -78 '^C and treated with BBr3 (1.0 M in 
CHjClj, 4.5 mL, 4.5 mmol, 1.5 cquiv) dropwise via syringe. The resulting bright 
yellow mixture was warmed slowly to room temp and stirred overnight. The resulting 
mixture was concentrated under reduced pressure. The residue was dissolved in 
20 EtOAc (50 mL), then washed with a saturated NaHC03 solution (50 mL) and a 
saturated NaCl solution (50 mL), dried (Na2S04), and concentrated under reduced 
pressure. The residue was purified via flash chromatography (gradient from 10% 
EtOAc/90% hexane to 25% EtOAc/75% hexane) to give the desired phenol as a tan 
foam (1.1 g, 92%): TLC (20% EtOAc/80% hexane) %0.23; ^H NMR (DMSCK) 5 
25 1 JO (s, 9H), 6,72-6.84 (m, 7H), 6.97 (d, J^lAl Hz, IH). 7,37 (dm, J=9.19 Hz, 2H), 
8.49 (s. IH), 8.69 (s, IH), 9.25 (s, IH); FAB-MS m/z (rel abundance) 383 ((M4-H)\ 
33%). 
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Step 2. A^-(5-/ei'/-ButyI-3-thienyl)-A'^H4-(4-ethoxyphenyI)oxyphenyl)urea: To a 

mixture of A^-(5-/^rNbutyl-3-thienyl)-A^ -(4-(4~hydroxyphenyl)oxyphenyl)urea (0.20 g, 
0.5 mmol) and Cs^COj (0.18 g, 0.55 mmol, 1.1 equiv) in reagent grade acetone (10 
mL) was added ethyl iodide (0.08 mL, I.O mniol, 2 equiv) via syringe, and the 
resulting slurry was heated at the reflux temp, for 17 h. The reaction was cooled, 
filtered, and the solids were washed with EtOAc. The combined organics were 
concentrated imder reduced pressure, and the residue was purified via preparative 
HPLC (60% CHjCNMOyo HjO/0,05% TFA) to give the desired urea as a colorless 
powder (0.16 g, 73%): mp 155-156 TLC (20% EtOAQ 80% hexane) R^0.40; 'H- 
NMR (DMSO-d,) 5 1.30 (s, 9H), K30 (t, ^6.99 Hz, 3H), 3.97 (q, >6.99 Hz, 2H), 
6.80 (d, >1 .47 Hz, IH), 6.86 (dm, >8.82 Hz, 2H), 6.90 (s, 4H), 6.98 (d, ^1 .47, IH), 
7.40 (dm, J=8.83 Hz, 2H), 8.54 (s, IH), 8.73 (s, IH); *'C-NMR (DMSO-d^) 5 14.7, 
32.0 (3C), 33.9, 63.3, 102.5, 115.5 (2C), 116.3, 118.4 (2C), 119.7 (2C), 119.8 (2C), 
135.0, 136.3, 150.4, 152.1, 152.4, 154.4, 154.7; FAB-MS m/z (rel abundance) 411 
((M+H)\ 15%). 

D3* Synthesis of o-Carbamoyl Ureas 



A43nrm-ButyM-inethyl-5-pyrazolyl)-A^'-(4-(4- 

acetaniinophenyl)methylpfaeiiyl)area: To a solution of A^*(3-rer/-butyI-l-methyl»5- 
pyrazolyl)-7V -(4-(4-aminophenyl)methylphenyl)urea (0.300 0.795 mmol) in CH^Cl, 
(15 mL) at 0 "^C was added acetyl chloride (0.057 mL, 0.795 mmol), followed by 
anhydrous EtjN (0.1 1 1 mL, 0.795 mmol). The solution was allowed to warm to room 
temp over 4 h, then was diluted with EtOAc (200 mL), The organic layer was 
sequentially washed with a IM HCl solution (125 mL) then water (100 mL), dried 
(MgS04), and concentrated under reduced pressure. The resulting residue was 
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D4. 

10 
15 
20 



purified by filtration through a pad of silica (EtOAc) to give the desired product as a 
white solid (0.160 g, 48%J: TLC (EtOAc) 0.33; 'H-NMR (DMSO-dJ 5 1.17 (s, 
9H), 1.98 (s, 3HX 3.55 (s, 3H), 3.78 (s, 2H), 6.00 (s, IH), 7.07 (d, 7=8,5 Hz, 2H), 7.09 
(d, y=8.5 Hz, 2H), 7.32 (d, 7-8.5 Hz, 2H), 7.44 (d, 7^8.5 Hz, 2H), 8.38 (s, IH), 8.75 
(s, IH), 9.82 (s, IH); FAB-MS m/z 420 ((M+H)^). 

General Method for the Conversion of Ester-Containing Ureas into Alcohol- 
Containing Ureas 



A^.(A^^2-Hydroxyethyl)-3-r^r^butyl-5-pyrazoiyI)'A^'-(23-dichlorophenyl)ur A 
solution of A^-(N'-(2-(2,3-dichlorophenylamino)carbonyloxyethyl)-3-rm-butyl-5- 
pyrazolyl)-^ -(2,3-dichlorophenyl)ur6a (prepared as described in Method A3; 0.4 g, 
0.72 mmoles) and NaOH ( 0.8 mL, 5N in water, 4.0 mmoles) in EtOH (7 mL) was 
heated at -65 °C for 3 h at which time TLC indicated complete reaction. The reaction 
mixture was diluted with EtOAc (25 mL) and acidified with a 2N HCl solution (3 
mL). The resulting organic phase was washed with a saturated NaCl solution (25 
mL), dried (MgS04) concentrated under reduced pressure. The residue was 
crystallized (EtjO) to afford the desired product as a white solid (0.17 g, 64 %): TLC 
(60% EtOAc/40% hexane) R^0.16; 'H-NMR (DMSO-d,) 5 1.23 (s, 9H), 3.70 (t, 7-5.7 
Hz, 2H). 4.10 (t, 7=5.7 Hz, 2H), 6.23 (s, IH), 7.29-7.32 (m, 2H), 8.06-8.09 (m, IH), 
9.00 (br s, IH), 9.70 (br s, IH); FAB-MS miz (rel abundance) 371 ((M+H)', 100%). 

D5a. General Method for the Conversion of Ester-Containing Ureas into 
Amide-Containing Ureas 





O 
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/V-{.V'h 



74 

(Carboxymethyl)-3-/m-but\i-5-pyra2olyl)-A^ -(2,3- 



dichlorophenyOurea: A solution of A/-(yv'-fethoxycarbonylmethyl)-3-ferr-butyl-5- 
pyrazolyl)-N'-(23-dichlorophenyl)urea (prepared as described in Method A3, 0.46 g, 
1.11 mmoles) and NaOH (1.2 mL, 5N in water, 6.0 mmoles) in EtOH (7 mL) was 
stirred at room temp, for 2 h at which time TLC indicated complete reaction. The 
reaction mixture was diluted with EtOAc (25 mL) and acidified with a 2N HCl 
solution (4 mL). The resulting organic phase was washed with a saturated NaCl 
solution (25 mL), dried (MgSOJ and concentrated under reduced pressure. The 
residue was crystallized (Et^O/hexane) to afford the desired product as a white solid 
(0.38 g, 89%): TLC (10% MeOH/90% CH2CI2) Rr0.04; 'H-NMR (DMSO-d,) 6 L21 
(s, 9H), 4.81 (s, 2H), 6.19 (s, IH), 7.28-7,35 (m, 2H), 8.09-8.12 (m, IH), 8.76 (br s, 
IH), 9.52 (br s, IH); FAB-MS mfz (rel abundance) 385 ((M+H)*, 100%). 



Step 2. ^^(A^^(MethyIca^bamoyl)methyl)0-#e^^buty^5-pyrMolyI)-A^'-(2,3- 
dichlorophenyl)urea: A solution of A^-(A^^-(carboxymethyl)-3-/m*butyl-5- 
pyrazolyl)-//'-(2,3-dichlorophenyl)urea (100 mg, 0^6 mmole) and MA^- 
carbonyldiimidazole (45 mg, 0.28 mmole) in CH^CU (10 mL) was stirred at room 
temp. 4 h at which time TLC indicated formation of the corresponding anhydride 
(TLC (50% acetone/50% CHjClj) R^O.Sl). Dry mcthylamine hydrochloride (28 mg, 
0.41 mmole) was then added followed by of diisopropylethylamine (0.07 mL, 0.40 
mmole). The reaction mixture was stirred at room temp, overnight, then diluted with 
CH2CI2, washed with water (30 mL), a saturated NaCl solution (30 mL), dried 
(MgSOJ and concentrated under reduced pressure. The residue was purified by 
column chromatography (gradient fix)m 10% acetone/90% CH^CU to 40% 
acetone/60% CH2CI2) and the residue was crystallized (EtjO/hexane) to afford the 
desired product (47 mg, 46%): TLC (60% acetone/40% CHjClj) 0.59; *H-NMR 
(DMSO-d,) 5 1.20 (s, 9H), 2.63 (d, 7=4.5 Hz, 3H), 4.59 (s, 2H), 6.15 (s, IH), 7.28- 
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7.34 (m, 2H), 8.02-8.12 (m. 2H), 8.79 (br s, IH), 9.20 (br s, IH); F.\B-MS m/z (rel 
abundance) 398 ((M+H)^, 30%). 

D5b. General Method for the Conversion of Ester-Containing Ureas into 
5 Amide*Containing Ureas 




Step 1 . A^-(5-/err-Butyl-3-i$oxazolyl)-A^'-(4-(4*carboxyphenyl)oxyphenyi)urea: 

To a solution of A^-(5-/er/-butyl-3-isoxa2olyl)-7^ -(4-(4-ethoxyoxycarbonylphenyl)- 
oxyphenyl)urea (0.524 g, 1.24 mmol) in a mixture of EtOH (4 mL) and THF (4 mL) 

10 was added a IM NaOH solution (2 mL) and the resulting solution was allowed to stir 
overnight at room temp. The resulting mixture was diluted with water (20 mL) and 
treated with a 3M HCl solution (20 mL) to form a white precipitate. The solids were 
washed with water (50 niL) and hexane (50 mL) , and then dried (approximately 0.4 
mmHg) to afford the desired product (0368 g, 75 %). This mat^ial was carried to the 

1 5 next step without further purification. 

N 

NHMe 

H H I 

Step 2. A^-(5-/er/-Butyl-3-isoxa2olyI).A^'-<4-(4-(A^-methylcarbamoyl)- 
phenyl)oxyphenyl)area: A solution of //-(5-fer/.butyl-3-isoxa2olyl)-7V'-<4-(4- 
carboxyphenyl)oxyphenyl)urea (0,100 g, 0.25 mmol), methylamine (2.0 M in THF; 

20 0.140 mL, 0.278 nrniol), l-ethyl-3-(3-dimethylaminopropyl)carbodiimide 
hydrochloride (76 mg, 0.39 mmol), and ^-methylmorpholine (0.030 mL, 0.27 mmol) 
in a mixture of THF (3 mL) and DMF (3mL) was allowed to stir overnight at room 
temp, then was poured into a IM citric acid solution (20 mL) and extracted with 
EtOAc (3x15 mL). The combined extracts were sequentially washed with water (3 x 

25 10 mL) and a saturated NaCl solution (2 x 10 mL), dried (NajSO^), filtered, and 
concentrated in vacuo . The resulting crude oil was purified by flash chromatography 
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(60 % EtOAc/40% hexane) to afford the desired product as a white soHd (42 mg, 
40%): El.MS;;//r409((M+H)")- 

D6. General Method for the Conversion of o-Amine-Containing Ureas into Amide- 
Containing Ureas 

5 H H ^ 

A^-(5-^er/-Butyl-3-isoxazolyl)-yVM4-(4-aniinophenyl)oxyphenyl)urea: To a solution 
of iV-(5-re/^-butyl-3-^soxa2olyI)-A^-(4-(4-/er^butoxycarbonylaminophe^yl)oxy- 
phenyl)-urea (prepared in a manner analogous to Methods B6 then C2b; 0.050 g, 0.1 1 
mmol) in anh 1,4-dioxane (3 mL) was added a cone HCl solution (1 mL) in one 

10 portion and the mixture was allowed to stir overnight at room temp . The mixture was 
then poured into water (10 mL) and EtOAc(10 mL) and made basic using a IM NaOH 
solution (5 mL). The aqueous layer was extracted with EtOAc (3x10 mL). The 
combined organic layers were sequentially washed with water (3 x 100 mL) and a 
saturated NaCl solution (2 x 100 mL)» dried (NaoS04), and concentrated in vacuo to 

1 5 afford the desired product as a white solid (26 mg, 66%). EI-MS m/z 367 ((Mh- H)"). 

D7. General Method for the Oxidation of Pyridine-Containing Ureas 




H H 



A^-(5-l^r^ButyI-3*isoxazolyl)-A^'-<4-(^^-oxo-4-pyr^dinyl)methylphenyl)urea: To a 
20 solution of A^-(5-/er/-butyI-3-isoxazolyl)-A^'-'(4-(4-pyridinyl)methylphenyl)urea (0.100 
g, 0.29 mmol) m CHCI3 (10 mL) was added w-CPBA (70% pure, 0.155 g, 0.63 
mmol) and the resulting solution was stirred at room temp for 16 h. The reaction 
mixture was then treated with a saturated K3CO3 solution (10 mL). After 5 min, the 
solution was diluted with CHCla (50 mL). The organic layer was washed successively 
25 with a saturated aqueous NaHSO, solution (25 mL), a saturated NaHCO, solution (25 
mL) and a saturated NaCl solution (25 mL), dried (MgSOJ, and concentrated in 
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vacuo. The residual solid was purified by MPLC (15% MeOH/85% EiOAc) to give 
the N-oxide (0.082 g, 79%). 

General Method for the Acylation of a Hydroxy-Containing Urea 



yV*(5*'ler/-Butyl*3-isoxazolyl)-A^ -(4-(4-acetoxyphenyloxy)phenyI)urea: To a 
solution of A/-(5-rer/-butyl-3-isoxazolyl)-A^'-(4-{4-hydn)x>pheriyloxy)phenyl)urea 
(0.100 g, 0.272 mmol), A';A^-"dimethylaminopyridine (0.003 g, 0.027 mmol) and EtjN 
(0.075 mL, 0.544 mmol) in anh THF (5 mL) was added acetic anhydride (0.028 mL, 
0.299 mmol), and the resulting mixture was stirred at room temp, for 5 h. The 
resulting mixture was concentrated under reduced pressure and the residue was 
dissolved in EtOAc (10 mL). The resulting solution was sequentially washed with a 
5% citric acid solution (10 mL), a saturated NaHCOj solution (10 mL) and a saturated 
NaCl solution (10 mL), dried (Na2S04), and concentrated under reduced pressure to 
give an oil which slowly solidified to a glass (0.104 g, 93%) on standing under 
reduced pressure (approximately 0.4 mmHg): TLC (40% EtOAc/60% hexane) 
0.55; FAB-MS m/z 410 ((M+H)*). 

D9. Synthesis of <a-Alkoxypyridines 



Step 1 . N-{S^ert-Bnty\-3Asoxvao\y\yNH^^ 

urea: A solution of 7V^(5-rcr/-butyI-3-isoxazolyl)-^'-(4-(5-(2-methoxy)pyridyI)- 
oxyaniline (prepared in a manner analogous to that described in Methods B3k and 
C3b; 1.2 g, 3.14 mmol) and trimethylsilyl iodide (0.89 mL, 6.28 mmol) in CH2CI2 
(30 raL) was allowed to stir overnight at room temp., then was to 40 °C for 2 h. The 
resulting mixture was concentrated under reduced pressure and the residue was 
purified by column chromatography (gradient from 80% EtOAc/20% hexans to 15% 
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MeOH/85% EtOAc) to give the desired product (0.87 g. 75%): mp 175-180 X; TLC 
(80% EtO Ac/20% hexane) R.0.05; FAB-MS m/z 369 {(M+H)\ 100%). 




H H 



Step 2. 7V-(S-/err-ButyI-3-isoxa20lyI)-A^H4"(5-(2-Ethoxy)pyridyI)oxy 
5 A slurry of M(5-/m-butyl-3-isoxazolyl)-N -(4-(2( 1 //)-pyridinon-5-yl)oxyphenyl)urea 
(0.1 g, 0.27 mmol) and Ag^COj (0.05 g, 0.18 mmol) in benzene (3 mL) was stirred at 
room temp, for 10 min. lodbethane (0.023 mL, 0.285 mmol) was added and the 
resulting mixture was heated at the reflux temp, in dark overnight. The reaction 
mixture was allowed to cool to room temp., and was filtered through a plug of Celite* 
10 then concentrated under reduced pressure. The residue was purified by column 
chromatography (gradient from 25% EtOAc/75% hexane to 40% EtOAc/60% hexane) 
to afford the desired product (0.041 g, 38%): mp 146 ''C; TLC (40% EtOAc/60% 
hexane) R^O.49; FAB-MS m/z 397 ((M+H)^ 100%). 

15 DIG. Reduction of an Aldehyde- or Ketone-Containing Urea to a Hydroxide- 
Containing Urea 




Ar*(5-/^if-ButyI-3-isoxazolyl)-A^-(4-(4-(l-hydroxyethyI)ptienyI)oxypbenyI)urea: 

To a solution of A^(5-/er/-butyI-3-isoxazoIyl)-A^-(4-(4.(l- 

20 acetylphenyl)oxyphenyl)urea (prepared in a manner analogous to that described in 
Methods Bl and C2b; 0.060 g, 0.15 mmol) in MeOH (10 mL) was added NaBH4 
(0.008 g» 0«21 nunol) in one portion. The mixture was allowed to stir for 2 h at room 
temp., then was concentrated in vacuo. Water (20 mL) and a 3M HCl solution (2 mL) 
were added and the resulting mixture was extracted with EtOAc (3 x 20 mL). The 
25 combined oiganic layers were washed with water (3 x 10 mL) and a saturated NaCl 
solution (2x10 mL), dried (MgSOJ, and concentrated in vacuo . The resulting white 
solid was purified by trituration (Et^O/hexane) to afford the desired product (0.021 g. 
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32 %): mp 80-85 °C; NMR (DMSO-dJ 5 L26 (s, 9H\ 2.50 (s, 3HK 4.67 (m. IH), 
5.10 (br s. IH), 6.45 (s, IH), 6.90 (m, 4H), 7.29 (d, J=9.0 Hz, 2H), 7.42 (d, >9.0 Hz, 
2H), 8.76 (s, IH), 9.44 (s, IH); HPLC ES-MS m/z 396 ((M+H)'). 

Dl 1. Synthesis of Nitrogen-Substituted Ureas by Curtius Rearrangement of Carboxy- 
Substituted Ureas 




H H 



W-(5-rerr-Butyl-3*isoxazolyl)-7V-(4-<3-(ben2yloxycarbonylaniino)phenyI)- 
oxypbenyl)urea: To a solution of the A^-(5-/er/-butyl-3-isoxazolyl)-// -(4-(3- 

10 carboxyphenyl)oxyphenyl)urea (prepared in a manner analogous to that described in 
Methods B3a, Step 2 and C2b; 1.0 g, 2.5 mmol) in anh toluene (20 mL) was added 
EtjN (0.395 mL, 2.8 mmol) and DPPA (0.610 mL, 2.8 mmol). The mixture was 
heated at 80 °C with stirring for 1.5 h then allowed to cool to room temp. Benzyl 
alcohol (0.370 mL, 3.5 mmol) was added and the mixture was heated at 80 with 

15 stirring for 3 h then allowed to cool to room temp. The resulting mixture was poured 
into a 10% HCl solution (SO mL) and teh resulting solution extracted with EtOAc (3 x 
50 mL). The combined organic layers were washed with water (3 x 50 mL) and a 
saturated NaCl (2 x SO mL), dried (Na2S04), and concentrated in vacuo.. The crude oil 
was purified by column chromatography (30% EtOAc/70% hexane) to afford the 

20 desired product as a white solid (0.7 g, 60 %): mp 73-75 ^C; *H NMR (DMSO-dJ S 
1.26 (s. 9H), 5.10 (s, 2H), 6.46 (s, IH), 6.55 (d, 7=7.0 Hz, IH), 6.94 (d, J-7.0 Hz, 
2H), 7.70 (m, 7H), 8.78 (s, IH), 9.46 (s, IH), 9.81 (s, IH); HPLC ES-MS m/z 501 
((M+H)^). 

25 
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The following compounds have been synthesized according to the General Methods 
listed above: 

Table 1. 5-Substituted-3-isoxazolvl Ureas 




Entry 


R' 




mp 


TLC 


Solvent 
System 


Mass 
Spec. 
fSource] 


Synth. 
Method 


I 


/-Bu 




148- 
149 






352 

(M+H)+ 
fFABl 


Clc 


2 


/-Bu 




176- 
177 


0.16 


5% 

MeOH/ 

95% 

CH2C12 


386 

(M+H)+ 
[FAB] 


C2b 


3 


/-Bu 


p 

-^)-0-{j-Me 




0.50 


30% 
EtOAc/ 
70% 
hexane 


400 

(M+H)+ 

[HPLC 

ES-MSl 


C2b 


4 


/-Bu 




156- 
157 


0.50 


30% 
EtOAc/ 
70% 
hexane 


366 

(M+H)+ 

[HPLC 

ES-MSl 


C2b 


5 


/-Bu 


Me Et 




0.80 


40% 
EtOAc/ 
60% 
hexane 


492 

(M+H)+ 

[HPLC 

ES-MS] 


C2b 


6 


/-Bu 




190- 
191 


0.15 


30% 
EtOAc/ 
70% 
hexane 


350 (M+) 
[EI] 


C2b 


7 


/•^Bu 






0.55 


20% 
EtOAc/ 
80% 
hexane 


352 

(M+H)+ 
[FABJ 


C2b 


8 


/-Bu 






0.25 


20% 
EtOAc/ 
80% 
hexane 


367 (M+) 
[EI] 


C2b 


9 


/-Bu 


-OP 

^"^^ Ph 




0.15 


20% 
EtOAc/ 
80% 
hexane 


363 (M+) 
[EI] 


C2b 


10 


r-Bu 


Me 




0.30 


20% 
EtOAc/ 
80% 
hexane 


381 (M+) 
[EI] 


C2b 
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wo 99/32106 



PCT/US98/26078 



81 



11 


/•Bu 






0.25 


30% 
EtOAc/ 
70% 
hexane 


425 

(M+Hh 

[HPLC 

ES-MS] 


B3b, C2b 


12 


/-Bu 




175- 
177 


0.25 


30% 
EtOAc/ 
70% 
hexane 


409 

(M+Hh 

[HPLC 

ES-MSl 


B3a. Step 

1, B3b 
Step 2, 
C2b 


13 


/-Bu 






0.35 


30% 
EtOAc/ 
70% 
hexane 


402 

(M+H)+ 

[HPLC 

ES-MSl 


B3b.C2b 


14 


/-Bu 






0.20 


30% 
EtOAc/ 
70% 
hexane 


403 

(M+H)+ 
[HPLC 

ES-MSl 


B3b,C2b 


15 


/-Bu 






0-25 


30% 
EtOAc/ 
70% 
hexane 


419 

(M-»-H)+ 

[HPLC 

ES-MSl 


B3b. C2b 


16 


/-Bu 






0,20 


30% 
EtOAc/ 
70% 
hexane 


419 

(M-»-H)+ 

[HPLC 

ES-MSl 


B3b, C2b 


17 


I-Bu 






0.40 


30% 
EtOAc/ 
70% 
hexane 


352 

(M+H)+ 

[HPLC 

ES-MSl 


C2b 


18 


/-Bu 






0.40 


30% 
EtOAc/ 
70% 
hexane 


365 (M+) 
[EI] 


C2b 


19 


/*Bu 






0.15 


30% 
EtOAc/ 
70% 
hexane 


367 (M+) 
[EI] 


B3a, C2b, 
D2 Step 1 


20 


/-Bu 




200- 
201 


0.20 


20% 
EtOAc/ 
80% 
hexane 


280 

{M+H)+ 
[FAB] 


C6 


21 


/-Bu 




178- 
179 






368 (M+) 
[EI] 


B4a, C2b 


22 


/-Bu 




164> 
165 


0.25 


30% 
EtOAc/ 
70% 
hexane 


351 

(M+H)+ 
[FAB] 


Bl,C2b 


23 


/-Bu 




170- 
172 


0.15 


30% 
EtOAc/ 
70% 
hexane 


351 

(M+H)+ 
[FAB] 


B7, Bl, 
C2b 


24 


/-Bu 




179- 
182 


0.20 


30% 
EtOAc/ 
70% 
hexane 


387 

(M+H)+ 
[FAB] 


C2b 



SUBSHTUTE sheet (rule 26) 



wo 99/32106 



PCT/US98/26078 



82 



25 


r-Bu 


Me 




0.55 


40% 
ElOAc; 
60% 
hexane 


410 

(M+H)- 
[FAB] 


B3b. C2b, 
D2Step 1. 
D8 


26 




Me 


176- 
182 


0.55 


25% 
EtOAc/ 
75% 
hexane 


366 
[FAB] 


B3a,G2b 


27 


/-Bu 


Me 




0,40 


25% 
EtOAc/ 
75% 
hexane 


366 

{M+H)+ 
[FAB] 


B3a. C2b 


28 


t'Bu 


Me 


150- 
158 


0.45 


25% 
EtOAc/ 
75% 
hexane 


380 

{M+H)+ 
[FAB] 


B3a,C2b 


29 


/-Bu 






0,30 


25% 
EtOAc/ 

75% 
hexane 


368 

(M+H)+ 
[FAB] 


C2b 


30 


f-Bu 


CI 


118- 
122 


0.50 


25% 
EtOAc/ 
75% 
hexane 


420 

(M+H)+ 
[FAB] 


B3a Step 
1, B3b 
Step 2, 
C2b 


31 


r-Bu 




195- 
197 


0.30 


25% 
EtOAc/ 
75% 
hexane 


397 (M+) 
[FAB] 


C2b 


32 


r-Bu 


Me 




0.80 


25% 
EtOAc/ 
75% 
hexane 


366 

(M+H)+ 
[FAB] 


B3a,C2b 


33 


/-Bu 


— ^^O-^^OMe 


155- 
156 


0.55 


30% 
EtOAc/ 
70% 
hexane 


382 

(M+H)+ 
[FAB] 


B3a«C2b 


34 


I-Bu 




137- 
141 


0.62 


25% 
EtOAc/ 
75% 
hexane 


410 

(M+H)+ 
[FAB] 


B3a. C2b, 
D2 


35 


r-Bu 




164- 
166 


0.60 


25% 
EtOAc/ 
75% 
hexane 


410 

(M+H)+ 
[FAB] 


B3a, C2b, 
D2 


36 


t'Bu 


OH 


78-80 


0.15 


25% 
EtOAc/ 
75% 
hexane 


368 

(M+H)+ 
[FAB] 


C2b 


37 


/-Bu 




167- 
169 






374 

(M+H)+ 
[FAB] 


B3i, Bl, 
C2b 


38 


t'Bu 




200 
dec 


0.30 


5% 

MeOH/ 

0.5% 

AcOH/ 

94.5% 

CH2C12 


396 

(M+H)+ 
(FAB] 


B3a Step 
2,C2b 



SUBSTITUTE SHEET (RULE 26) 



wo 99/32 J 06 



PCT/US98/26078 



83 



39 


/-Bu 


COoH 


234 
dec 


0.30 


5% 

MeOH. 

0.5% 

AcOH/ 

94.5% 

CH2CI2 


396 

(M-^H)-^ 
[FAB] 


B3a Siep 
2. C2b 


40 


f-Bn 




203- 
206 


0.35 


10% 
MeOH 

0.5% 

AcOH/ 

89.5% 


340 

(M-fH)+ 
[FAB] 


88. B2b. 
C2b 


41 


/-Bu 


0 


177- 
180 






419 

(M+H)+ 
[FAB] 


B8. B2b, 
C2b 


42 


/-Bu 




158- 
159 


0.25 


30% 
EtOAc/ 
70% 
hexane 


369 

(M+H)+ 
[FAB] 


B4a. C2b 


43 


/-Bu 




180- 
181 


0.15 


30% 
EtOAc/ 
70% 
hexane 


437 

(M+H)4- 
[FAB] 


B4a, C2b 


44 


r-Bu 


-^O-Q-OEt 


140- 
142 


0.25 


20% 
EtOAc/ 
80% 
hexane 


396 

(M-<-H)+ 
[FABJ 


B3a, C2b, 
D2 


45 


/-Bu 




68-71 


0.30 


50% 
EtOAc/ 
50% 
hexane 


370 

(M+H)^ 
[FAB] 


B4a,C2b 


46 


/-Bu 


-{j-s-O-a 


183- 
186 


0.30 


30% 
EtOAc/ 
70% 
hexane 


403 

(NH-H)+ 
[CI] 


C2b 


47 


/-Bu 


FjC 


98- 
101 


0.25 


10% 
EtOAc 
90% 
hexane 


454 

(M+H)+ 
[FAB] 


C:2b 


48 


/-Bu 




163- 
166 


0.25 


20% 
EtOAc/ 
80% 
hexane 


394 

{M+H)+ 
[FAB] 


Bl,ab 


49 


/-Bu 




144- 
147 


0.25 


20% 
EtOAc/ 
80% 
hexane 


399 

(M+H)+ 
[FAB] 


C2b 


50 


/-Bu 


-Q-O-Q-OMe 


155- 
157 


0.25 


40% 
EtOAc/ 
60% 
hexane 


383 

(M+H)+ 
[FAB] 


C2b 


51 


/-Bu 




162- 
164 


0.35 


25% 
EtOAc/ 
75% 
hexane 


386 

(M+H)+ 
(FAB] 


C2b 



SUBSTITUTE SHEET (RULE 26) 



wo 99/32106 



PCTAJS98/26078 



84 



52 


/>Bu 




149- 
150 


0.15 


15% 
EtOAc/ 
85% 
hexane 


382 
[FAB] 


C2b 


53 






77-80 


0.30 


30% 
EtOAc/ 
70% 
hexane 


408 (M+) 
[EI] 


B3e. C2b 


54 






162. 
164 


0.17 


40% 
EtOAc/ 
60% 
hexane 


354 

(M+H)+ 
[FAB] 


B3j, C2b 


55 


/-Bu 




73-76 


0.20 


30% 
EtOAc/ 
70% 
hexane 


368 (M+) 
[EI] 


B2, C2b 


56 


/-Bu 


MeO 

OMe 


73-75 


0.15 


25% 
EtOAc/ 
75% 
hexane 


428 

(M+H)+ 
[FABJ 


B2, C2b 


57 


nBu 




143- 
145 


0-25 


30% 
EtOAc/ 
70% 
hexane 


398 

(M+H)+ 
[FAB] 


B3e, C2b 


58 


r-Bu 


OMe 


148- 
151 


0.25 


30% 
EtOAc/ 
70% 
hexane 


428 

(M+H)+ 
[FAB] 


B3e, C2b 


59 


/-Bu 






0.30 


100% 
EtOAc 


353 

(M+H)+ 
[FABl 


B4b, C3b 


60 


/-Bu 


OMe 


126- 
129 


0.25 


30% 
EtOAc/ 
70% 
hexane 


412 

(M+H)+ 
[FAB] 


B3c,C2b 


61 


r-Bu 


OEt 


201- 
204 


0.25 


10% 
EtOAc/ 
90% 
hexane 


396 

(M+H)+ 
[FAB] 


B3a, ab, 
D2 


62 


/-Bu 




163- 
164 


0.30 


40% 
EtOAc/ 
60% 
hexane 


369 

(M+H)+ 
[FAB] 


B4a,C2b 


63 


/-Bu 




162- 

163 


0.20 


25% 
EtOAc/ 
75% 
hexane 


363 (M+) 
[EI] 


C2b 


64 


/-Bu . 




127- 
129 


0.22 


40% 
EtOAc/ 
60% 
hexane 


353 

(M+H)+ 
[FAB] 


B3e Step 
1. B2, 
C2b 


65 


r-Bu 




85-87 


0.20 


50% 
EtOAc/ 
50% 
hexane 


402 (M+) 
[EI] 


B3e Step 
1, B2. 
C2b 



SUBSTITUTE SHEET ^ULE 26) 



wo 99/32106 



PCTAJS98/26078 



85 



66 


/-Bu 


VleO 


)08> 
110 


0.25. 


10% 
EtOAc 
90% 
hexane 


381 (M-^) 
fEI) 


B3e. C2b 


67 


/-Bu 




186- 
189 


0.25 


30% 
EtOAc/ 
70% 
hexane 


367 

(M+H)+ 
[FAB] 


B6, C2b. 
D6 


68 


/•Bu 




221- 
224 


0.25 


60% 
EtOAc/ 
40% 
hexane 


409 

(M+H)-i- 
[FAB] 


B3e. C2b. 
D5b 


69 


t-Bu 


0, 

KNHMe 

-rvo-<ri 


114- 
117 


0.25 


60% 
EtOAc/ 
40% 
hexane 


409 

(M+H)+ 
[FAB] 


B3e. C2b, 
D5b 


70 


/-Bu 


>-NMe2 

\=/ 


201- 
203 


0.25 


60% 
EtOAc/ 
40% 
hexane 


423 

(M+H)+ 
[FAB] 


B3e. C2b. 
D5b 


71 


/-Bu 




148- 
151 


0.25 


20% 
EtOAc/ 
80% 
hexane 


370 

(M-fH)+ 
[FAB] 


B3e. C2b 


72 


/-Bu 


OMe 


188- 
201 


0.25 


20% 
EtOAc/ 
80% 
hexane 


382 

(M+H)+ 
[FAB] 


B3e, C2b 


73 


/-Bu 


-^O-^Me 


134- 
136 


0.25 


20% 
EtOAc/ 
80% 
hexane 


367 

(M+H)+ 
[FAB] 


B3e. C2b 


74 


/-Bu 




176- 
178 


0.25 


50% 
EtOAc/ 
50% 
hexane 


403 

(M+H)+ 
[FAB] 


B3e,C2b 


75 


/-Bu 




132- 
134 


0.52 


40% 
EtOAc' 
60% 
hexane 


383 

(M+H)+ 
[FAB] 


B3k,ab 


76 


/•Bu 




160- 
162 


0.79 


75% 
EtOAc/ 
25% 
hexane 


381 

(M+H)+ 
[FAB] 


C3a 


77 


/-Bu 




140- 
143 


0.25 


50% 
EtOAc/ 
50% 
CH2C12 


352 (M+) 
[H] 


B4b.ab 


78 


/-Bu 




147- 
150 


0.25 


50% 
EtOAc/ 
50% 
CH2C12 


352 (M+) 
[EI] 


B3f.C3b 


79 


/-Bu 


0 


166- 
170 


0.44 


50% 
EtOAc/ 
50% 
hexane 


396 

(M+H)+ 
[FAB] 


C3b 



SUBSTITUTE SHEET (RULE 26) 



wo 99/32 1 06 PCTAJS98/26078 



86 



80 


/-Bu j 


\ — y 


190- 
193 


0.25 


50% 
ElOAc/ 
50% 
CH2CI2 


367 

(M+H)f 
[FAB] 


B3g, C3b 


81 


r-Bu' 




136- 
140 


0.25 


50% 
EtOAc/ 
50% 
CH2CI2 


367 

{M+H)+ 
[FAB] 


B4b, C3b 


82 


r-Bu 


Me 


65-67 


0.25 


50% 
EtOAc/ 
50% 
CH2C12 


367 

(M+H)-f 
[FAB] 


B4b. C3b 


83 


/-Bu 


Me 


68-72 


0.25 


50% 
EtOAc/ 
50% 
CH2a2 


383 

(M+H)+ 
[FABl 


B4a, C3b 


84 


/-Bu 




146 


0.49 


40% 
EtOAc/ 
60% 
hexane 


397 

(M+H)+ 
[FAB] 


B3k C3b. 
D9 


85 


/-Bu 


Me 

-^^^-^ 


164- 
165 


0.25 


50% 
EtOAc/ 
50% 
CH2C12 


382 (M+) 
[EI] 


B4a.C3b 


86 


/-Bu 


/-NH 
Ph_j^O 


175- 
177 


0.25 


20% 
EtOAc/ 
80% 
hexane 


485 

(M+H)+ 
[FAB] 


B3e, C3b, 
D5b 


87 


/-Bu 




137- 
141 


0.30 


50% 
EtOAc/ 
50% 
hexane 


366 (M+) 
(Ell 


C3a, D2 
step I 


88 


/-Bu 


Ph-NH^ 


120- 
122 


0.25 


20% 
EtOAc/ 
80% 
hexane 


471 

(M+H)+ 

[HPLC 

ES-MSl 


B3e, C3b, 
D5b 


89 


/-Bu 


Et-NH^ 


168- 
170 


0.25 


50% 
EtOAc/ 
50% 
hexane 


423 

(M+H)+ 

[HPLC 

ES-MSl 


B3e, C3b, 
D5b 


90 


/-Bu 




80-85 


0.25 


50% 
EtOAc/ 
50% 
hexane 


396 

(M+H)+ 
[HPLC 

ES-MSl 


Bl, C2b, 
DIO 


91 


/-Bu 


Ph-^ NH 

\— / 


73-75 


0.25 


30% 
EtOAc/ 
70% 
hexane 


501 

(M+H)+ 

[HPLC 

ES-MS] 


B3e, C3b, 
Dll 


92 


/-Bu 


Me 




0.50 


5% 

acetone/ 
95% 


366 

(M+H)+ 
[FAB) 


Bla 


93 


/-Bu 




199- 
200 


0.59 


5% 

acetone/ 

95% 

CH2C12 


419 (M+) 
[FAB] 


Bla 



SUBSTITUTE SHEET (RULE 26) 



wo 99/32106 



PCT/US98/26078 



87 



94 


t-Bu 






0.59 


5% 

acetone 

95% 

CH2C12 


419 (M-i-) 
[FABJ 


Bia 


95 


/-Bu 


Me 

Me 


78-82 


0.25 


10% 
EtOAc/ 
90% 
CH2C12 


379 (M-*-) 
[EI] 


B3e, C3b 


96 


t-Bu 


F3C 


214- 
217 


0,75 


60% 
EtOAc/ 
40% 
hexane 


463 
[FAB] 


C2b,D3 


97 


/-Bu 




235 


0.35 


25% 
EtOAc/ 
75% 
hexane 


402 

(M-rH)+v 


B3b,C2b 


98 


r-Bu 


0, 

>-OEJ 


153- 
155 


0.25 


30% 
EtOAc/ 
70% 
hexane 


424 
[FAB] 


B3e, C2b 


99 


/-Bu 




100 


0.62 


40% 
EtOAc/ 
60% 
hexanef 


411 

(M-^H)+ 
[FABJ 


B3a, Bl, 
C3b 


100 


/*Bu 




lio- 
ns 


0.15 


100% 
EtOAc 


367 

(M+H)+ 
FFABl 





Table 1. 



5 



Entry 


R' 




mp 
(»C) 


TLC 


Solvent 
System 


Mass 
Spec. 
fSourcel 


Synth. 
Method' 


101 




>-NHMe 




0.50 


100% 
EtOAc 


410 

(M+H)+ 
[FAB] 


BIO. B4b, 
C2b 


102 


/-Bu 




153- 
155 






395 

(M+H)+ 
[FABl 


C3b 


103 


r-Bu 






0.52 


100% 
EtOAc 


396 

(M+H)+ 

[HPLC 

ES-MSl 


BIO. B4b, 
C2b 


104 


i-Bu 


-Q J^' 




0.75 


100% 
EtOAc 


396 ~ 
(M+H)+ 
[HPLC 
ES-MSl 


BIO. B4b, 
C2b 



5-Substituted-3-isoxazolyl Ureas - cootinued 

oh ° 

N N N 
H H 
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88 



105 


/-Bu 


—{j >-NHMe 


107- 
110 


0.85 


100% 
EtOAc 


410 

(M+H)- 
fFABl 


BIO. B4b. 
C2b 


106 


t-Bu 


O 

>NH2 


132- 
135 








B3d step 
2, C3a 


107 


/-Bu 






0.58 


100% 
EtOAc 




C3a. D5b 


108 


/-Bu 


>-NHPm 




0.58 


100% 
EtOAc 




C3a, D5b 


109 


/-Bu 


^Vnhmc 


I37«. 
140 


0.62 


100% 
EtOAc 


439 

(M+H)+ 

[HPLC 

ES-MSl 


B3a step 

1, B12, 

2. C3a 


. no 


/-Bu 




163- 
166 


0.73 


100% 
EtOAc 


425 

(M+H)+ 
ES-MSl 


B3a step 

1. B12, 

U J \j SLCp 

2, C3a 


111 


/-Bu 




180- 
181 








B3b step 

1. BM, 
ojo sicp 

2, C2a 


112 


/-Bu 




135- 
139 








B3b, C2a 


113 


/-Bu 




212- 
215 








B3d step 
2a, C2a 


114 


/-Bu 


MeHN . 0 


98- 
100 








B3d step 
2,C2a 


115 


/-Bu 




135- 
138 








BIO, B4b, 
C2a 


116 


/-Bu 


0, 

>-OMe 


219- 
221 


0.78 


80% 

EtOAc/ 

hcxsne 


437 

(M+H)+ 

[HPLC 

ES-MSl 


C3a, D5b 
step 2 


117 


/-Bu 




160- 
164 








B3a step 
1, B3d 
step 2, 
C3a 


118 


/-Bu 


0, 

CI 


124 


0.39 


5% 

MeOH/ 

45% 

EtOAc/ 

50% 

hexane 




Clc,D5b 



SUBSTITUTE SHEET (RULE 26) 



wo 99/32106 
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89 



119 






73-75 


0.41 


100% 
EtOAc 


479 

(M+H)- 

[HPLC 

ES-MS] 


B3a. C4a, 
D5b 


120 


/-Bu 


VNHMe 




0.32 


100% 
EtOAc 


436 

(M+Hh 

[HPLC 

ES-MSl 


Clb, D5b 
step 1, 
step 2 


111 


/-Bu 


^ ^NH 






ll/Tb 

MeOH/ 

90% 

CH2a2 


(M+H)-H 

[HPLC 

ES-MS] 


B3a, C4a, 
D5b 


122 


/-Bu 


N-< 




0.18 


10% 
MeOH/ 
90% 
CH2a2 


506 

(M+H)+ 

[HPLC 

ES-MS] 


B3a, C4a, 
P5b 


123 




0 


229- 
231 


0.37 


40% 

EtOAc/ 

60% 

hexane 


435 

(M-HH)+ 

[HPLC 

ES-MS) 


D5b step 
1, B3d 
step 2, 
C3a 


124 


/-Bu 






0.21 


5% 

MeOH/ 

95% 

CH2C12 


508 

(M+Hh 

[HPLC 

ES-MS] 


B3a, C4a. 
D5b 


125 


r-Bu 


0 

^>-NHEt 


167- 
170 


0.34 


5% 

MeOH/ 

45% 

EtOAc/ 

50% 

hexane 


424 

(M+H)+ 

[HPLC 

ES-MS] 


C3b.D5b 


126 


/-Bu 


CI ^KNHMe 


124 


0.26 


5% 

MeOH/ 

45% 

EtOAc/ 

50% 

hexane 




C3b.D5b 


127 


/-Bu 


Me ^y-NHMe 


125- 
128 


0.28 


5% 

MeOH/ 

45% 

EtOAc/ 

50% 

hexane 




C3b. D5b 


128 


/-Bu 


>-NHMe 
Me S-^ ^ 




0.37 


50% 
EtOAc/ 
50% pet 
ether 


426 

(M+H)+ 

[HPLC 

ES-MS] 


C3b 


129 


/-Bu 


>-NMe2 




0.10 


50% 
EtOAc/ 
50% pet 
edier 


424 

(M+H)+ 

[HPLC 

ES-MSl 


C3b 



SUBSTirUTE SHEET (RULE 26) 



wo 99/32106 PCT/US98/26078 



90 



130 


/-Bu 






0.18 


70% 
EtOAc 
30% 
hexane 


472 

{M+H)i- 

[HPLC 

ES-MS] 


05b siep2 


131 


/-Bu 


p 

Q 

o 




0.32 




582 

(M+H)+ 

[HPLC 

ES-MS] 


C3b 


132 


f-Bu 


b 




0.57 




558 

(M+H)+ 

[HPLC 

ES-MS] 


C3b 


133 


r-Bu 


V!7**y V lY 




0.21 




598 

(M+H)+ 

[HPLC 

ES-MS] 


C3b 


134 


nBu 






0.86 




489 

(M+H)+ 

[HPLC 

ES-MS] 


C3b 


135 


r-Bu 


Q 

HN-\ 




0.64 




314 

(M+H)+ 

[HPLC 

ES-MS] 


C3b 


136 


r-Btt 


^NH 




0.29 




453 

(M+H)+ 

(HPLC 

ES-MS] 


ab 


137 


r-Bu 


MeO-? "V-NH 




0.70 




502 

(M+H)+ 

[HPLC 

ES-MS] 


C3b 


138 


/-Bu 


d^N-<f~y-NH 

^ w -^0 




0.50 




556 

(M+H)+ 

[HPLC 

ES-MS] 


C3b 



suBsnrtrrE sheet (rule 26) 



wo 99/32106 



PCT/US98/26078 



91 



139 


/-Bu 


0 




0,27 




541 

(M+H)+ 

tHPLC 

ES-MS] 


C3b 


140 


/-Bu 


0^ 


211- 
212 


0.27 


50% 
EtOAc/ 
50% pet 
ether 


426 

(M+H)+ 

[HPLC 

ES-MSl 


C3b 


141 






195- 
198 








B8, C2a 


142 


/-Bu 


^^^^ 


170- 
171 








C3a 


143 


t-Bu 


Me 


Ki- 
rn 


0.63 


5% 

acetone/ 

95% 

CH2C12 


382 

(M+H)-f 
[FAB] 


B3b step 
1,2, Cld 


144 




F 

\=/ 




0.57 


5% 

acetone/ 

95% 

CH2a2 


386 

(M+H)+ 
[FAB] 


B3b step 
1.2. Cld 


145 






145- 
148 


0.44 


5% 

acetone/ 
CH2a2 


370 

(M-HH)+ 


B3b step 
1,2, Cld 


146 


/-Bu 


CI 


197- 
202 


0.50 


5% 

acetone/ 

95% 

CH2C12 


404 

{M-hH)+ 
[FAB] 


B3b step 
1,2. Cld 


147 


g-Bu 


-0-^-0 




0.60 


5% 

acetone/ 

95% 

CH2a2 


404 

(M+H)+ 


B3b step 
1,2, Cld 


148 


/-Bu 




126- 
129 


0.17 


30% 
MeOH/ 

70% 
EtOAc 


366 

(M+H)+ 
[FAB] 


B4c,C4a 


149 


I-Bu 










383 

(M+H)+ 

[HPLC 

ES-MSl 


C3b 


ISO 


/-Bu 




156- 
159 


0.48 


40% 

EtOAc/ 

hexsne 


395 

(M+H)+ 

[HrLC 

ES-MSl 


Oa, D2 
stepl, step 

2 


151 


/-Bu 


-O-fi-O-op,., 


157- 
159 


0.51 




409 

(M+H)+ 
ES-MSl 


C3a, D9 
step I, 


152 


/•Bu 




130- 
132 


0.60 




437 

(M+H)+ 

[HPLC 

ES-MSl 


C3a. D9 
step 1, 
step2 



SUBSTITUTE SHEET (RULE 26) 



wo 99/32106 



PCTAJS98/26078 



153 


/-Bu 




He- 
ISO 


0.54 


40% i 

EtOAc/ 

(icAaiic 


ES-MSl 


C3a. '02 
stepl. step 


154 


f-Bu 


HQ-N-iQ-OBu.. 


145- 
148 


0.57 


40% 

EtOAc/ 

hexane 


423 

[HPLC 
ES-MSl 


C3a, D2 
stepl. step 
2 


155 




Q 


175- 
178 


0.51 


40% 

EtOAc/ 

hexane 


457 

(M-i-H)- 

[HPLC 

ES-MS] 


C3a, D2 
stepl, step 
2 


156 


/-Bu 


- I'.i ./ 


149- 
152 


0.48 


40% 
EtOAc/ 


407 

(M+H)+ 
ES-MSl 


C3a, DI 
step 1, 
siep z 


157 


hBxx 




Me- 
ld? ' 


0.36 


40% 

PtOAr/ 

hexane 


409 

[HPLC 
ES-MSl 


C3a 


158 


/-Bu 


\==i/ 


156^ 

1 JO 


0.43 


40% 

hexane 


395 
[FAB] 


C3a 


159 


/-Bu 


Me Me 


164- 
168 


0.52 


5% 

acetone/ 

aeci2 


396 

{M+H)+ 

[HPLC 

ES-MSl 


B3b step 
1,2, Cld 


160 


/-Bu 


Me Me 




0.36 


5% 

acetone/ 

95% 

CH2C12 


380 
[FAB] 


B3b step 
1,2, Cld 


161 


/-Bu 


— ^'~Vo-\V-Nle 


169- 

I f I 






368 
FFABl 


Ob 


162 


/-Bu 




168 


0.11 


50% 
EtOAc/ 
50% pet 
ether 




C3b 


163 


/-Bu 




146 








C3b 


164 


/-Bu 






0.45 


100% 
EtOAc 


369 

(M+H)+ 
fFABl 


C2b 


165 


/-Bu 






0.20 


100% 
EtOAc 


367 

(M+H)+ 
[FAB] 


B9, C2b 


166 


/-Bu 


CI 


187- 
188 


0.46 


30% 

EtOAc/ 

hexane 


421 

(M+H)+ 
[FAB] 


C3b 


167 


/-Bu 




133 


0J6 




409 

(M+H)+ 

[FAB] 


C3a. D9 
step 1, 

step2 



SUBSTITUTE SHEET (RULE 26) 



wo 99/32106 PCT/US98/26078 



93 



168 


/-Bu 


OPr-i 




0.39 


40% 
EtOAc/ 
60% 
hexane 


411 

{M+H)+ 
[FAB] 


C3a. D9 1 
step I. 
step2 


169 


/-Bu 


OEt 




0.32 


5% 

acetone/ 

95% 

CH2CI2 


397 

(M+H)+ 

[HPLC 

ES-MS] 


B3k, C8 


170 


/-Bu 


OMe 




0.21 


5% 

acetone/ 

95% 

CH2C12 


383 

(M+H)+ 

[HPLC 

ES-MSl 


B3k, C8 


171 


/-Bu 






0.60 


100% 
EtOAc 


365 

(M+H)+ 
[FAB] 


C2b 


172 


/-Bu 






0.16 


30% 
EtOAc/ 
70% 
hexane 


369 

(M+H)+ 

[HPLC 

ES-MSl 


C8 


173 


/-Bu 




125- 
129 


0.09 


5% 

MeOH/ 

45% 

EtOAc/ 

50% 

hexane 




C3b 


174 


/-Bu 


— f\-0--v V~SMc 


147- 
149 








B3b, C2a 


175 


/-Bu 






0.30 


100% 
EtOAc 


380 

(M+H)+ 

[HPLC 

ES-MSl 


C3a, D5b 
step2 


176 


/-Bu 


F3C 




0.50 


25% 
EtOAc/ 
75% 
hexane 


353 

(M+H)-H 
[Cl] 


MS 

B 

4b»C8 



Table 2.3-Substituted-S4soxazolyl Ureas 

H H 

5 



Entry 


R' 


R- 


mp 

rc) 


TLC 
R, 


Solvent 
System 


Mass Spec. 
[Source] 


Synth. 
Method 


177 


Me 




169- 
170 


0.25 


5% 

acetone/ 

95% 

CH2C12 


324 

(M+Hh 
[FAB] 


Clb 


178 


i-Pr 




153- 
156 


0.54 


50% 
EtOAc/ 
50% pet 
edier 


338 

(M+H)+ 
[FAB] 


Clb 



SUBSTITUTE SHEET (RULE 26) 



wo 99/32106 



PCT/US98/26078 



94 



179 


i-Pr 




166- 
170 


0.54 


50% 
EtOAc/ 
50% pet 
ether 


352 

(M+H)- 
fFABl 


Clb 


180 


i-Pr 




112- 
117 


0.29 


5% 

McOH/ 

95% 

CH2C12 


355 

(M+HK 
fFABl 


A2. 

B4a, 

C3a 


181 


i-Pr 


0 




0.08 


50% 
EtOAc/ 
50% 
hexane 


395 

(M+H)-^ 

(HPLC 

ES-MS] 


C8 


182 


i-Pr 


0 

>-NHMe 


169. 
170 


0,20 


50% 
EtOAc/ 
50% pet 
ether 


396 

(M+H)-»- 

[HPLC 

ES-MSl 


C3b 


183 


i-Pr 






0.10 


50 % 
EtOAc/ 
50% 
hexane 


353 

(M+H)+ 

[HPLC 

ES-MSl 


C8 


184 


i-Pr 


N 




0.09 


50 % 
EtOAc/ 
50% 
hexane 


389 

(M+H)+ 

[HPLC 

ES-MS] 


C8 


185 


i-Pr 


Me 




0.23 


30% 
EtOAc/ 
70% 
hexane 


352 

(M+H)+ 
ES-MSl 


C8 


186 


i-Pr 


— <^ >-NHMe 
0-4 N 


194- 
195 


0.29 


50% 
EtOAc/ 
50% pet 
ether 


396 

(M+H)+ 
[HPLC 

ES-MSl 


C3b 


187 








0,03 


50% 
EtOAc/ 
50% 
hexane 


401 

(M+H)+ 
fFABl 


C8 


188 


<> 










351 

(M-fH)+ 

[HPLC 

ES-MSl 


C8 


189 


Mc 


-Q-o-Q-M. 


175- 
178 


0.43 


50% 
EtOAc/ 
50% pet 
ether 


364 

(M+H)+ 
fFABl 


Clb 


190 


/•Bu 






0.21 


5% 

MeOH/ 

95% 

CH2C12 


369 

(M+H)+ 
[FABl 


B4a, 

C2a 


191 


t-Bu 


-hQ-s-Q-op™ 




0.52 


50% 
EtOAc/ 
50% 
hexane 


426 

(M+H)+ 
[FAB] 


B5.C4a 


192 


l-Bu 




182- 
184 






352 

(M+H)+ 
fFABl 


Clb 



SUBSTITUTE SHEET (RULE 26) 



wo 99/32106 



PCT/US98/26078 



95 



193 






165 
dec 


0.34 


60% 
EtOAc 
40% pet 
ether 


366 
[FAB] 


Clb 


194 


f-Bu 




210 
dec 


0.05 


5% 

acetone/ 

95% 

CH2C12 


353 

(M+H)+ 
(FAB] 


C3a 


195 


/-Bu 




174- 
175 


0.25 


5% 

acetone/ 

95% 

CH2CI2 


382 

(M+H)+ 
[FAB] 


C3a 


196 


/-Bu 




90-92 


0.16 


5% 

acetone/ 

95% 

CH2C12 


409 

(M+H)+ 
[FAB] 


C2a 


197 


/-Bu 




221 
dec 


0.14 


5% 

acetone/ 

95% 

CH2C12 


409 

(M+H)+ 
[FAB] 


C2a 


198 


/-Bu 




196- 
198 


0.17 


5% 

McOH/ 

95% 

CH2C12 


368 

(M+H)+ 
[FAB] 


A2, 

B3h, 

C3a 


199 


/-Bu 




204- 
206 


0.27 


50% 
EtOAc/ 
50% pet 
ether 


383 

(M+H)+ 
(FAB] 


A2 

B3a, 

C3a 


200 


/-Bu 




179- 
180 






351 

(M+H)+ 
IFABl 


A2,C3a 


201 


/-Bu 


^ — 




033 


50% 
EtOAc/ 
50% pet 
ether 


414 (M+) 
fEIl 


A2. 

B4a, 

C3a 


202 


/-Bu 


-O-O-Q-SMc 


188- 
189 


0.49 


50% 
EtOAc/ 
50% pet 
ether 


399 

(M+H)+ 

PPLC 

ES-MSl 


A2, 

B4a, 
C3a 


203 


/-Bu 


^ ^ Me 


179- 
180 


0.14 


5% 

MeOH/ 

95% 

CH2a2 


395 

(M+H)+ 
(FAB] 


A2. 

B4a, 

C3a 


204 


/-Bu 




197- 
199 


0.08 


10% 

acetone/ 

90% 

CH2C12 


353 

(M+H)+ 
[FAB] 


A2, 

B3h. 

C3a 


205 


/-Bu 




136- 
139 


0.33 


50% 
EtOAc/ 
50% pet 
ether 


421 

(M+H)+ 
[FABl 


A2. 

B3h. 

C3a 


206 


/-Bu 




213 
dec 


0.05 


5% 

acetone/ 

95% 

CH2C12 


369 

(M+H)+ 
[FAB] 


C3a 



SUBSTITUTE SHEET (RULE 26) 



wo 99/32106 



PCT/U$98/26078 



96 



207 


/-Bu 


— \^ y-Me 




0.60 


5% 

MeOH/ 

95% 

CH2CI2 


274 

(M+H)+ 
[FAB] 


C2a 


208 






118- 
121 


0.19 


5% 

MeOH/ 

95% 

CH2C12 


387 

(M+H)^ 
[FAB] 


A2. 

B4a. 

C3a 


209 


/-Bu 


0 

>-NHMe 


217- 
219 


0.18 


5% 

MeOH/ 

95% 

CHC13 




A2, C3b 


210 


/-Bu 






0.48 


50% 
EtOAc/ 
50% 
hexane 


394 

(M+H)+ 

[HPLC 

ES-MS1 


C8 


211 


/-Bu 






0.17 


30% 
EtOAc/ 
70% 
hexane 


364 

{M+H)+ 

[HPLC 

ES-MSl 


08 


212 


/-Bu 


0 

0 




0.79 


70% 
ElOAc/ 
30% 
hexane 


421 

(M+H)+ 

(HPLC 

ES-MS] 


B3a 

step 1. 
B3d 

step 2, 
C3a 


213 


/-Bu 


0 




0.50 


50% 
EtOAc/ 
50% 
hexane 


407 

(M+H)+ 

[HPLC 

ES-MS] 


B3a 

step 1, 
B3d 

step 2, 
C3a 


214 


/-Bu 


q 

>-NHEt 

-O-o-C" 


182- 
18S 


0.25 


5% 

MeOH/ 

45% 

EtOAc/ 

50% 

hexane 


424 

(M+H)+ 

[HPLC 

ES-MS] 


C3b. 
D5b 


215 


/-Bu 




198- 
200 


0.20 


5% 

MeOH/ 

45% 

EtOAc/ 

50% 

hexane 


444 

(M+H)+ 

[HPLC 

ES-MS] 


C3b, 
D5b 


216 


/-Bu 


— >-NHMe 
S-^N 




0.24 


50% 
EtOAc/ 
50% pet 
ether 


426 

(M+H)+ 

(HPLC 

ES-MSl 


C3b 


217 


/-Bu 




215- 
217 






426 

(M+H)+ 

[HPLC 

ES-MS] 


C3b 


218 


/-Bu 


>-NHMc 


188- 
200 


0.22 


50% 
EtOAc/ 
50% pet 
eliusr 


410 

(M+H)4- 

(HPLC 

ES-MSl 


C3b 



SUBSTITUTE SHEET (RULE 26) 



wo 99/32106 



PCT/US98/26078 



97 



219 


/-Bu 


-<J-o\}-c\ 


214- 
215 


0.35 


5% 

acetone/ 
95% 




A2. C2b 


220 


/-Bu 




180 








C3b 


221 


/•Bu 




160- 
162 


0.58 


50% 
EtOAc' 
50% pet 
ether 


336 (M+) 
fCI] 


C3b 


222 


/-Bu 






0.18 


50% 
EtOAc/ 
50% pet 
ether 




C3b 


223 






163- 
165 


0.21 


5% 

MeOH/ 

95% 

CH2a2 


453 

(M+H)+ 

[HPLC 

ES-MSl 


C3b 


224 


h&U 




208- 
212 


0.17 


5% 

MeOH/ 

95% 

CH2a2 


353 

(M+H)+ 
[FAB] 


C3b 


225 


r-Bu 




109- 
112 


0.17 


5% 

MeOH/ 

95% 

CH2C12 


369 

(M+H)+ 
[FAB] ■ 


C3b 


226 


/-Bu 




155- 
156 


0.57 


10% 

MeOH/ 

CH2a2 


453 

(M+H)+ 
[FAB] 


C3b 


227 


/-Bu 




231- 
234 


0.54 


10% 

MeOH/ 

CH2C12 


534 

(M+H)+ 
[FAB] 


C3b 


228 


/-Bu 




179- 
180 


0.24 


5% 

MeOH/ 

95% 

CHC13 




A2. C3b 


229 


/-Bu 






0.30 


5% 

MeOH/ 

95% 

CHC13 


370 

(M+H)+ 
[FAB] 


A2. C3b 


230 


l-Bu 




178- 
180 


0.20 


5% 

MeOH/ 

95% 

CHC13 




A2.C3b 


231 


f-Bu 


Me 


186- 
187 


0.20 


5% 

MeOH/ 

95% 

CHC13 




A2.C3b 


232 


/-Bu 




149- 
152 


0.28 


5% 

MeOH/ 

95% 

CHa3 




A2.C3b 


233 


i-Bu 




210- 
213 


0.06 


10% 

MeOH/ 

CH2a2 


421 

(M+H)+ 
[FAB] 


Ob 



SUBSTITUTE SHEET (RULE 26) 

\ 



wo 99/32106 



PCT/US98/26078 



98 



234 


/-Bu 


OMe 
— ( ^~0-A\^ 


132- 
133 


0.43 


5% 

MeOH/ 

95% 

CHC13 




A2. C3b 


235 






71-73 


0.27 


5% 

MeOH/ 

95% 

CHC13 




A2, C3b 


236 




CI 


176- 
177 


0.44 


10% 

MeOH/ 

CH2C12 


437 

(M-*-H)H- 
[FAB] 


C3b • 


237 


/-Bu 






0.09 


50 % 
EtOAc/ 
50% 
hexane 


351 

(M+H)+ 

[HPLC 

ES-MSl 


C8 


238 


/-Bu 






0-16 


50% 
EtOAc/ 
50% 
hexane 


403 

(M+H)+ 

[HPLC 

ES-MSl 


C8 


239 


/-Bu 


Me 




0.15 


50 % 
EtOAc/ 
50% 
hexane 


381 

{M+H)+ 

[HPLC 

ES-MSl 


C8 


240 






215^ 
216 


0-19 


100% 
EtOAc 


370 

(M4.H)-H 

[HPLC 

ES-MSl 


C3b 


241 


/-Bu 






0,42 


5% 

MeOH/ 

95% 

CH2C12 






242 


r-Bu 


Me 




0-74 


100% 
EtOAc 


366 

(M+H)+ 

[HPLC 

ES-MSl 


B4b,C8 


243 


/-Bu 


-^"^ 

F,C 




0.12 


30% 
EtOAc/ 
70% 
hexane 


421 

(M+H)+ 

[HPLC 

ES-MSl 


C8 


245 


/-Bu 


HO 




0.68 


100% 
EtOAc 


368 

(M+H)+ 

[HPLC 

ES-MSl 


B4b,C8 


246 


/-Bu 




142- 
144 


0.13 


5% 

MeOH/ 

45% 

EtOAc/ 

50% 

hexane 




A2,C3b 


247 


/-Bu 


>-NHMe 


205- 
207 


0.31 


50% 
EtOAc/ 
DIM /o pel 
ether 


410 

(M+H)+ 
ES-MSl 


C3b 


248 


Me 

Et 




154- 
155 


0.50 


50% 
EtOAc/ 
50% pet 
eOier 


365 (M+) 
[EI] 


Clb 



SUBSTITUTE SHEET (RULE 26) 



wo 99/32106 



PCT/US98/26078 



99 



249 


Me 

Et 


-HQ-O-QHMe 


160^ 
162 


0.37 


5% 

acetone/ 

95% 

CH2C12 


380 

(M+H)i- 
[FABl 


Clb 


250 


Me 

Et 


CI CI 


196- 
199 


0.58 


5% 

acetone/ 

95% 

CH2C12 


342 

(M+H)+ 
fFABl 


Clb 


251 


Me 

Et 




137. 
138 


0.25 


5% 

acetone/ 

95% 

CH2C12 


396 

(M+H)+ 
[FAB] 


A2. 

B3a. 

C3a 


252 


Me 

_\-Me 
Et 






0.18 


5% 

MeOH/ 
CHC13 


364 (M+) 
[EI] 


A2, C3a 


253 


Me 

Ft 

Jul 




215- 

221 

dec 






383 

(M+H)+ 
[FAB] 


A2, 

B4a, 

C3a 


254 


Me 

-VMe 
Et 




187- 
188 


0.42 


10% 

MeOH/ 

CHC13 


383 

(M+H)+ 
[FAB] 


A2. 

B4a. 

C3a 


255 


Me 

El 




90-92 


0.19 


30% 
EtOAc/ 
70% pet 
ether 


366 (M+) 
[El] 


A2,C3a 


257 


Me 

-VMe 
Et 




199- 
200 


0.33 


70% 
EtOAc/ 
30% pet 
edier 


423 

(M+H)+ 


A2, 

B3e. 

C3a 


258 


Me 

--VMe 
El 


>-NHMe 


117- 
119 


0.14 


5% 

MeOH/ 

95% 

CHC13 




A2.C3b 


259 


Me 

-l-VMe 
Et 






0.37 


75% 
EtOAc/ 
25% 
hexane 


409 

(M+H)+ 

[HPLC 

ES-MSl 


C8 


260 


Me 

—VMe 
Et 


—\_J >-NHMe 


194- 
195 


0.25 


50% 
EtOAc/ 
50% pet 
ether 


424 

(M+H)+ 

[HPLC 

ES-MSl 


C3b 


261 


Me 

--VMe 
Et 


0^ 
>-NHMe 


216- 
217 


0.20 


50% 
EtOAc/ 
50% pet 
ether 


424 

(M+H)+ 

[HPLC 

ES-MSl 


C3b 


262 


Me 

-VMe 
Et 




62-65 


0.18 


5% 

MeOH/ 

95% 

CHC13 




A2. C3b 


263 


Me 

--VMe 
Et 




86*89 


0.16 


5% 

MeOH/ 

95% 

CHC13 




A2. C3b 



SUBSTnrUTE SHEET (RULE 26) 



wo 99/32106 



PCT/US98/26078 



100 



264 


Me 

£t 




145- 
146 


0.32 


5% 

MeOH/ 

95% 

CHCO 




A2. C3b 


265 


Me 

Et 






0.23 


5% 

MeOH/' 

95% 

CHC13 


381 

{M+H)4- 
[FAB] 


A2, C3b 


266 


Me 

Et 


OMe 




0.20 


5% 

acetone/' 

95% 

CH2C12 


396 

(M+H)+ 
[FAB] 


A2. C3b 


267 


Me 

Et 






0.38 


50 % 
EtOAc/ 
50% 
hexane 


366 

(M+H)4- 

[HPLC 

ES-MSl 


C8 


268 


Me 

—yMe 
Et 






0.14 


50 % 
EtOAc/ 
50% 
hexane 


367 

(M+H)+ 

[HPLC 

ES-MSl 


C8 


269 


Me 

Et 


-^^^ 




0.21 


50 % 
EtOAc/ 
50% 
hexane 


383 

{M+H)+ 

[HPLC 

ES-MSl 


C8 


270 


Me 

--VMe 
Et 






o.to 


50 % 
EtOAc/ 
50% 
hexane 


365 

(M+H)+ 

[HPLC 

ES-MSl 


C8 


271 


Me , 
—VMe 

Et 






0.14 


50 % 
EtOAc/ 
50% 
hexane 


365 

(M+H)+ 

[HPLC 

ES-MSl 


C8 


272 


Me 

-VMe 
Et 


HO 




0.35 


50% 
EtOAc' 
50% 
hexane 


382 

(M+HH 

[HPLC 

ES-MSl 


C8 


273 


Me 

-VMe 
Et 


OH 




0.48 


50% 
EtOAc/ 
50% 
hexane 


382 

(M+Hh 

[HPLC 

ES-MSl 


C8 


274 


Me 

Et 






0.20 


100% 
EtOAc 


367 

(M+H)+ 

[HPLC 

ES-MSl 


B4b.C8 


275 


Me 

-VMc 
Et 


F,C 




0.56 


100% 
EtOAc 


435 

(M+Hh 

riTDT r* 
IrlrLL 

ES-MSl 


B4b,C8 


276 


Me 

«-VMe 
Et 






0.57 


75% 
EtOAc/ 

hexane 


383 

(M+H)+ 
ES-MSl 


C8 


277 


Me 

^VMe 
Et 






0.40 


100% 
EtOAc 




B3f,C8 



SUBSTITUTE SHEET (RULE 26) 



wo 99/32106 



PCt/US98/26078 



101 



278 


Me 

El 




63-65 






410 

(M+H)+ 
fFAB] . 


A2. C3a 


279 


Me 

Et 




84 


0.16 


5% 

MeOH. 

95% 

CHC13 


381 

(M+H)+ 
[FAB] 


A2.C3a 


280 


Me 

Et 




189- 
192 


0.16 


5% 

MeOH/ 

95% 

CHC13 


397 

(M+H)+ 
(HPLC 

ES-MS] 


A2, 

B4a, 

C3a 


281 


Me 

— \^Et 
Et 




189- 
191 


0.17 


5% 

MeOH/ 

95% 

CHC13 


397 

(M+H)+ 
[FAB] 


A2. 

B4a. 

C3a 


282 


Me 

— i^Et 
Et 




123- 
125 






414 

(M+H)+ 
fFABl 


A2.C3a 


283 


Me 

Et 




175- 
177 


0.16 


5% 

MeOH/ 

95% 

CHCD 


379 

(M+H)+ 
[FAB] 


A2, C3a 


284 


Me ^ 
Et 




135- 
137 


0.33 


5% 

MeOH/ 

95% 

CHC13 




A2,C3b 


285 


Me 

— V-Et 
Et 




67 


0.41 


5% 

MeOH/ 

95% 

CHCI3 




A2,C3b 


286 


o 




155- 
156 


0.38 


50% 
EtOAc/ 
50% pet 
ether 


377 (M+) 
[EH 


Clb 


287 








0.18 


5% 

MeOH/ 

95% 

CHC13 


379 

(M+H)+ 
[FAB] 


A2, C3b 



Table 3. /V'-Sttbstiluted-3-f«r^-butyl-5-pyrazolyl Ureas 



5 



Ex. 


R" 




mp 

rq 


TLC 


Solvent 
System 


Mass Spec. 
[Source] 


Synth. 
Method 


289 


H 






0.07 


50% 
EtOAc/ 
50% 
hexane 


393 

(M+H)+ 

[HPLC 

ES-MSl 


C8 


290 


H 




181- 
183 






381 

(M+H)+ 
[FAB] 


C2b 



SUBSTITl)T£ SHEET (RULE 26) 



wo 99/32106 



PCT/US98/26078 



291 


H 


Me 




0.30 


50 % 

50% 
hexane 


365 

[HPLC 
ES-MSl 


C8 


292 


H 










366 
fFABl 


C8 


293 


H 


-Q-S-Q-OM. 




0.53 


50% 
EtOAc/ 

JU /o 

hexane 


398 

{M+H)+ 

ES-MSl 


C8 


294 


H 










369 

(M+H)+ 
ES-MSl 


C8 


295 


H 






0.27 


50% 
EtOAc/ 

hexane 


351 

(M+H)+ 
[rAai 


Clc 


296 


H 


CI CI 

\sss/ 




0.59 


50% 
EtOAc/ 

hexane 


327 

(M+H)+ 
[rABj 


Clc 


297 


H 






0.30 


60% 
acetone/ 

CH2C12 


350 

(M+H)+ 
[FAB] 


C4a 


298 


H 






0.07 


5% 

MeOH/ 

7^ /O 

CHCtJ 


368 

{M+H)+ 


B4a, 
C4a 


299 


H 






0.18 


5% 

MeOH/ 
95% 


367 (M+) 
[EI] 


B4a, 
C4a 


300 


H 


HO CFj^^^^^ 


160. 
161 






408 

(M+H)-H 


A5, B6, 
C3b 
isojaiea 
at TFA 
salt 


301 


H 




228- 
dec 


0.24 


10% 
CHC13 


351 (M+) 


C3a 


302 


H 




204 


0.06 


5% 

acetone/ 

95% 

CH2C12 


364 (M+) 
[EI] 


C3b 


303 


H 




110- 
111 


0.05 


5% 

acetone/ 
95% 

CH2C12 


408 

(M+H+) 


C3b 


304 


Me 






0.10 


20% 
acetone/ 
80% 
CH2C12 


380 

(M+H)+ 
[FAB] 


C4a 



SUBSTITUTE SHEET (RULE 26) 



wo 99/32106 



PCT/US98/26078 



103 



305 


Me 


0 

>-NHMe 


99- 
101 


0.19 


100% 
EtOAc 


452 

(M+H)-*- 

[HPLC 

ES-MS] 


B3a 

step* K 

B12, 
D5b 

step 2, 
C3a 


306 


Me 






0.48 


30% 
acetone/ 
70% 
CH2CI2 


378 

(M+H)+ 
[FAB] 


Bl,C3a 


307 


Mc 


— ^^N-^^QHOMe 


135- 
137 


0.03 


30% 
EtOAc/ 
70% 
hexane 


408 

(M+H)+ 

[HPLC 

ES-MSl 


C3a 


308 


Me 






0.35 


70% 
acetone/ 
30% 
CH2C12 


382 

(M+H)+ 
[FAB] 


B4a, 
C4a 


309 


Me 






0.46 


70% 
acetone/ 
30% 
CH2CI2 


382 

(M+H)+ 
[FAB] 


B4a, 
C4a 


310 


Me 






0.32 


70% 
acetone/ 
30% 
CH2a2 


450 

(M+H)+ 
[FAB] 


B3b, 
C4a 


311 


Me 






0.09 


50% 
EtOAc/ 
50% 
hexane 


381 

(M+H)+ 
[FAB] 


C4a 


312 


Me 






0.61 


100% 
EtOAc 


397 
fPAB] 


B3c, 
C4a 


313 


Me 






0.25 


50% 
EtOAc/ 
50% 
hexane 


453 
(FABJ 


B5.C4a 


314 


Me 


i«6u 




0.65 


100% 
EtOAc 


4«2 

(M+H)+ 
[FAB] 


B6, C4a 


315 


Me 


/-BuO 




0.67 


100% 
EtOAc 


478 

(M+H)+ 
(FAB! 


B6, C4a 


316 


Me 






0.50 


100% 
EtOAc 


378 

(M+H)+ 
fFABl 


C4a 


317 


Me 






0.33 


100% 
EtOAc 


420 

(M+H>^- 
[FAB] 


C4a,D3 


318 


Me 


H02C 




0.60 


10% 
water/ 
90% 
CH3CN 


478 

(M+H)+ 
[FAB] 


C4a, D3 



SUBSTITUTE SHEET (RULE 26) 



wo 99/32106 



PCT/US98/26078 



104 



319 


Me 


Et 




0.55 


100% 
EtOAc 


434 

(M+H)- 
[FAB] 


C4a. D3 


320 


Me 


\~~/ V f/ * 




0.52 


100% 

tflJAC 


380 

(M+ri)+ 
fFABl 


C4a 


321 


Me 


ysss/ \— i/ 




0.25 


60% 
acetone/ 
40% 
CH2C12 


366 

(M+H)-*- 
[FAB] 


C4a 


322 


Me 


-OohQ-nh 

EtO 




0.52 


100% 
EtOAc 


452 
IFAB] 


C4a.D3 


323 


Mc 






0.34 


60% 
acetone/ 

Af\oy 

CH2C12 


396 

(M+H)+ 
[FAB] 


C4a 


324 


Me 






0.36 


60% 
acetone/ 
40% 
ai2C12 


396 

(M+H)+ 
[FAB] 


C4a 


325 


Me 




147- 
149 






365 

(M+H)+ 
fFABl 


Clc 


326 


Me 




161- 
162 


0.15 


4% 

MeOH/ 

96% 

CH2C12 


364 

(M+H>+ 
[FAB] 


C2b 


327 


Me 


-Hf7~0--4>-Me 


228 
dec 






379 

(M+H)+ 
fFABl 


C2b 


328 


Me 






0.30 


5% 

MeOH/ 

95% 

CH2CI2 


422 

(M+H)+ 
[FAB] 


C2b 


329 


Me 






0.46 


100% 
EtOAc 


464 

(M+H)+ 
[FAB] 


B3c. 
C4a 


330 


Me 






0.52 


100% 
EtOAc 


506 

(M+H)+ 
[FAB] 


B3c, 
C4a . 


331 


Me 






0.75 


100% 

EtOAc 


421 

(M+H)+ 
[FAB] 


B3c, 
C4a 


332 


Me 


-O-0^Q-SCF3 




0.50 


100% 
EtOAc 


465 

(M+H)+ 
fFABl 


B3c. 
C4a 


333 


Me 






0.50 


100% 
EtOAc 


349 

(M+H)+ 
[FAB] 


C4a 



SUBSTITUTE SHEET (RULE 26) 



wo 99/32106 



PCT/US98/26078 



105 



334 


Me 






0.60 


100% 
EtOAc 


4"! 


B2.C4a 


335 


Me 


i-Bu 




0.52 


100% 
EtOAc 


466 
(FABj 


C4a. D3 


336 


Me 






0.42 


100% 
EtOAc 


439 

(M-H)+ 
fFABl 


B5. C4a 


337 


-CHj-CFj 










433 
fFABl 


C3a 


338 


•(CH,),CN 






0.37 


50% 
EtOAc/ 
50% 
hexane 


404 

(M-^H)+ 

[HPLC 

ES-MSl 


A3, Clb 


339 


-r 

0 


Me-NH 


159- 
161 






508 

(M+H)+ 
[FAB] 


A5, B6, 
C2b 



SUBSTITUTE SHEET (RULE 26) 



wo 99/32106 



PCTAJS98/26078 
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Table 4. 5-Sub$tituted-2-thiadiazolyl Ureas 



O 
H H 



Entry 


R' 


R- 


mp 


TLC 


Solvent 
System 


Mass Spec 
[Source] 


Synth. 
Method 


340 


/-Bu 






0.37 


5% 

MeOH/ 

95% 

CH2a2 


399 

(M+H)-H 
[FAB] 


B3a. C3a 


341 








0.26 


5% 

MeOH/ 

95% 

CH2C12 


370 

(M-»-H)+ 
[FAB] 


C3a 


342 


/-Bu 










386 

(M+H)-^ 
fFABl 


B4a,C3a 


343 


t-Bn 






0.30 


5% 

acetone/ 

95% 

CH2a2 


383 

(M+H)+ 
[FAB] 


Clb 


344 


/-Bu 






0.60 


10% 

MeOH/ 

CH2C12 


412 

(M+H)+ 
fFABl 


C3b 


345 


/-Bu 


o 

>-NHMc 


245- 
250 


0.23 


100% 
EtOAc 


456 

(M+H)+ 

(HPLC 

ES-MS1 


B3a step 

1. B12, 
DSb step 

2. C3a 


346 


/'Bu 


—{j JhNHMe 
OH^N 




0.10 


50% 
EtOAc/ 
50% pet 
ether 




C3b 


347 


/-Bu 


0 

>-NMe2 




0.13 


50% 
EtOAc/ 
50% pel 
ctfier 


441 

(M+H)+ 

[HPLC 

ES-MS1 


C3b 


348 


/-Bu 


>-NHEt 




0.14 


5% 

MeOH/ 

45% 

EtOAc/ 

50% 

hexane 


441 

(M+H)+ 

[HPLC 

ES-MS] 


C3b. 
DSb 


349 


/-Bu 


CI >-NHMe 




0.23 


5% 

MeOH/ 

45% 

EtOAc/ 

50% 

hexane 


461 

(Mt-H)+ 

[HPLC 

ES-MS] 


C3b, 
DSb 


350 


/-Bu 


CI >-NHMe 

^"^^ 




0.09 


5% 

MeOH/ 

45% 

EtOAc/ 

50% 

hexane 


461 

(M+H)+ 

(HPLC 

ES-MS] 


C3b. 
DSb 



scJBsrrruTE sheet (rule 26) 



wo 99/32106 



PCTAJS98/26078 



351 


t'Bu 


0 

Me _>-NHMe 




0.13 


MeOH/ 

45% 

EtOAc/ 

50% 

hexane 


441 

(M+H)- 

[HPLC 

ES-MSl 


C3h 
D5b 


352 


hBu 


0 

>-NHMe 

/ — ^ /=\ 


159- 
]60 


0.10 


50% 
EtOAc/ 
50% pel 
ether 


427 

(M+H)t- 

[HPLC 

ES-MSl 


C3b 


353 


/-Bu 






0.47 


10% 

MeOH/ 

CH2a2 


438 

(M+H)-i- 
[FABJ 


C3b 


354 


/-Bu 






0.31 


10% 

MeOH/ 

CH2C12 


371 

(M+H)+ 
fFAB] 


C3b 


355 


/-Bu 






0.51 


10% 

MeOH/ 

CBI2C12 


400 

(M+H)+ 
[FAB] 


C3b 


356 


r-Bu 


— ^Vo-Y^^y-Me 




0.43 


10% 

MeOH/ 

CH2C12 


385 

(M+HK 
IFABl 




357 


/-Bu 


^ — ' 




0.70 


10% 

MeOH/ 

CH2C12 


416 

(M+H)+ 
FFAB] 


C3b 


358 


/-Bu 






0.11 


50 % 
EtOAc/ 
50% 
hexane 


438 

(M+H)+ 
ES-MSl 


08 


359 


/-Bu 


-O-S-hQ-SMc 




0.06 


5% 

MeOH/ 

95% 

CH2C12 


432 

(M+H)+ 
fFABI 


C3b 


360 


/-Bu 






0.20 


50% 
EtOAc/ 
50% 
hexane 


385 

(M+H)+ 
[HPLC 

ES-MSl 


C8 


361 


/-Bu 




107- 
110 


0.05 


30% 
EtOAc/ 
70% 
hexanc 


412 

(M+H)+ 

[HPLC 

ES-MSl 


C3a 


362 


/-Bu 






0.16 


100% 
EtOAc 


370 

(M+H)+ 

[HPLC 

ES-MSl 


08 


363 


Me 

Et 


0 

f-NHEt 




0.12 


100% 
EtOAc 




C4a,D5b 


364 


Me 

Et 




183- 
185 








B3d step 
2.C3a 


365 


Me 

--4^Me 

e 






0.19 


6% 

MeOH/ 

94% 

CHC13 


413 

(M+H)+ 
(FAB] 


A6. C3b 



SUBSTITUTE SHEET (RULE 2£> 



wo 99/32106 



PCT/US98/26078 



108 



366 


Me 

Et 




248- 
249 


0.34 


6% 

MeOH/ 

y*r /o 

CHCI3 




A6. C3b 


367 


Me 

Et 






0.20 




400 

rrART 
irABj 


A6.C3b 


368 


Et 

— ( 
Et 




182- 
183 


0.33 


5% 

MeOH/ 

95% 

CHC13 




A6. C3b 


369 


Et 

— < 

Et 




180- 
181 


0.19 


5% 

MeOH/ 

95% 

CHCI3 




A6, C3b 


370 


Et 
— < 
Et. 




168- 
169 


0.24 


5% 

MeOH/ 

95% 

CHC13 




A6, C3b 


371 


Et 
-< 
Et 




168- 
171 


0.17 


6% 

MeOH/ 

94% 

CHC13 




A6, C3b 


372 


Et 
Et 




156- 
158 


0.19 


6% 

MeOH/ 

94% 

CHCO 




A6. C3b 



SUBSTITUTE SHEET (RULE 26) 



wo 99/32 1 06 PCT/US98/26078 
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Table 5. 5-Substilul«l-3-tbienvl Ureas 




H H 



Entrv 






ntp 

rc) 


TLC 


. Solvent 
System 


Mass 
Spec. 


Synth. 
.Method 


373 


/-Bu 




J44- 
145 


0.68 


5% 

acetone/ 

95% 

CH2CI2 




A4b. 
Cla 


374 


t-Bu 


Me 

-O-O-0 




0.52 


30% 
Et20/ 
70% net 
ether 


381 

(M+H)-»- 
ES-MS1 




375 


/-Bu 






0.26 


30% 
Et20/ 

not 

/u/o pet 
ether 


397 

(M+H)+ 

ES-MSl 


need 
rectpie 


376 


(-Bu 






0.28 


50% 
Et20/ 
J u/o pel 
ether 


368 

(M+H)-H 

f HPT C 

ES-MSl 


need 
recipic 


377 


/-Bu 


-OonQ-Me 


57 






381 
[FAB] 


A4a 


378 


/-Bu 






0.15 


50% 
EtOAc/ 

nf*t 

JV /o pvi 

ether 


365 (M+i 
[EI] 


A4a 


379 


/•Bu 






0.44 


50% 
EtOAc/ 
50% pet 
e&er 


383 

(M+H)+ 
[FAB] 


A4a 


380 


/-Bu 










384 

(M+H)+ 
fFABl 


A4a 


381 


/-Bu 




176- 
177 


0.45 


20% 
EtOAc/ 
80% 
hexane 


425 

(M+H)+ 
[FAB] 


D2 


Table S. AdditionBl Ureas 


Entry 


R- 


mp 

ro 


TLC 
R. 


Solvent 
System 


Mass Spec. 
[Source] 


Synth. 
Method 


382 


Br H H 


161- 
163 


0.71 


20% 
EtOAc/ 
80% 
hexane 


367 - 

(M+H)-H, 

369 

(M+3K 
fFABl 


Dl 



SlTBSTrrUTE SHEET (RULE 26) 



wo 99/32106 



PCT/US98/26078 



no 



383 


n n 


145- 
147 


0J7 


5% 

MeOH/ 

95% 

CHC13 




A2, 
C3b 


384 


H H 


132. 
135 


0.33 


5% 

acetone/ 
95% 

CH2C12 


339 

(M+H)- 
fHPLC ES- 

MS] 


A9. 
Cld 


385 


Q 

H H H . 




0.60 


50% 
EtOAc/ 
50% 
hexane 


462 

(M+H)- 
[HPLC ES- 
MS] 


C8 


386 


n n 




0.28 


5% 

acetone/ 

95% 

CH2C12 


339 
[FAB] 


A7, 
Cld 


387 


H H 








340 

(M+H)+ 
[FAB] 


B3b 
step 
1.2, 
Cld 


388 


" " O^NHEt 


174-5 






424 

(M+H)+ 
[HPLC ES- 
MS] 


B4b, C8 


389 


H H J, 


198- 
200 








C3b, 
D5b 


390 


H H 1 


169- 
170 


0.23 


100% 
EtOAc 




B4KC8 


391 


H H 


167- 
171 


0.12 


100% 
EtOAc 




B4b.C8 


392 


• H H 




0.08 


50% 
EtOAc/ 
50% 
hexane 


400 

{M+H)+ 
[HPLC ES- 
MS] 


C8 



SUBSTITUTE SHEET (RULE 26) 



wo 99/32106 



PCT/US98/26078 



111 



393 


' H H i 

O'^NHMe 




0.55 


90% 

JtWJAC/ 

10% 
hexane 


443 
[FAB] 


BIO. 
040. 
C2b 


394 


o 

' H H 


230 
dec 






377 

(M+H)-t- 
[HPLC ES- 
MS] 


C5 


395 


n n 




0.48 


50% 
EtOAc/ 
50% 
hexane 


383 

(M+H)+ 
[FABl 


C8 


396 


cO , 

H H 








417 

(M+H)+ 

{HPLCES- 

MS] 


C8 


397 


H H 


155- 
157 


0.44 


5% 

acetone/ 

95% 

CH2CI2 


380 

(M+H)-)- 
(FABl 


Clb 



5 BIOLOGICAL EXAMPLES 

In Vitro raf Kinase Assay : 

In an in vitro kinase assay, raf is incubated with MEK in 20 mM Tris-HCl, pH 8.2 
containing 2 mM 2-niercaptoethanol and 100 mM NaCl. This protein solution (20 
fiL) is mixed with water (S pL) or with compoimds diluted with distilled water from 

10 10 mM istock solutions of compounds dissolved in DMSO. The kinase reaction is 
initiated by adding 25 [y-"P]ATP (1000-3000 dpm/pmol) in 80 mM Tris-HCl, pH 
7.5, 120 mM NaCl, 1.6 mM DTT, 16 mM MgClj. The reaction mixtures are 
incubated at 32 ^C, usually for 22 min. Incorporation of ^^P into protein is assayed by 
harvesting the reaction onto phosphocellulose mats, washing away free counts with a 

15 1% phosphoric acid solution and quantitating phosphorylation by liquid scintillation 
counting. For high throughput screening, 10 |iM ATP and 0.4 |iM M£K are used. In 
some experiments, the kinase reaction is stopped by adding an equal amount of 
Laemmli sample buffer. Samples are boiled 3 min and the proteins resolved by 
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electrophoresis on 7.5% Laemmli gels. Gels are fixed, dried and exposed to an 
imaging plate (Fuji). Phosphorylation is analyzed using a Fujix Bio-Imaging 
Analyzer System. 

All compounds exemplified displayed ICjoS of between 1 nM and 10 |iM. 

5 

Cellular Assav : 

For in vitro growth assay, human tumor cell lines, including but not limited to 
HCT116 and DLD-1, containing mutated K-ras genes are used in standard 
proliferation assays for anchorage dependent growth on plastic or anchorage 

10 independent growth in soft agar. Human tumor cell lines were obtained from ATCC 
(Rockville MD) and maintained in RPMI with 10% heat inactivated fetal bovine 
serum and 200 mM glutamine. Cell culture media and additives are obtained ftom 
Gibco/BRL (Gaithersburg, MD) except for fetal bovine serum (JRH Biosciences, 
Lenexa, KS). In a standard proliferation assay for anchorage dependent growth, 3 X 

15 10' cells are seeded into 96-well tissue culture plates and allowed to attach overnight 
at 37 °C in a 5% CO, incubator. Compounds are titrated in media in dilution series 
and added to 96 well cell cultiu-es. Cells are allowed to grow 5 days typically with a 
feeding of fiesh compound containing media on day three. Proliferation is monitored 
by measuring metabolic activity with standard XTT colorimetric assay (Boehringer 

20 Mannheim) measured by standard ELISA plate reader at OD 490/560, or by 
measuring ^H-thymidine incorporation into DNA following an 8 h culture with 1 ^Cu 
^H-thymidine, harvesting the cells onto glass fiber mats using a cell harvester and 
measuring ^H-thymidine incorporation by liquid scintiUant counting. 

25 For anchorage independent cell growth, cells are plated at 1 x lOMo 3 x 10^ in 0.4% 
Seaplaque agarose in RPMI complete media, overlaying a bottom layer containing 
only 0.64% agar in RPMI complete media in 24-well tissue culture plates. Complete 
media plus dilution series of compounds are added to wells and incubated at 37 T in 
a 5% CO2 incubator for 10-14 days with repeated feedings of fresh media containing 

30 compound at 3-4 day intervals. Colony formation is monitored and total cell mass, 
average colony size and number of colonies are quantitated using image capture 
technology and image analysis software (Image I^o Plus, media Cybernetics). 
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These assays establish that the compounds of Formula I are active to inhibit raf kinase 
activity and to inhibit oncogenic cell growth. 

5 In Vivo Assay ; 

An in vivo assay of the inhibitory effect of the compounds on tumors (e.g., solid 
cancers) mediated by raf kinase can be performed as follows: 

CDI nu/nu mice (6-8 weeks old) are injected subcutaneously into the flank at 1 x 10^ 
10 cells with human colon adenocarcinoma cell line. The mice are dosed i.p., i.v. or p.o. 
at 10, 30, 100, or 300 mg/Kg beginning on approximately day 10, when tumor size is 
between 50-100 mg. Animals are dosed for 14 consecutive days once a day; tumor 
size was monitored with calipers twice a week. 

IS The inhibitory effect of the compounds on raf kinase and therefore on tumors (e.g., 
solid cancers) mediated by raf kinase can further be demonstrated in vivo according to 
the technique of Monia et al. {Nai Med, 1996, 2, 668-75). 

20 The preceding examples can be repeated with similar success by substituting the 
generically or specifically described reactants and/or operating conditions of this 
invention for those used in the preceding examples. 

From the foregoing description, one skilled in the art can easily ascertain the essential 
25 characteristics of this invention and» without departing from the spirit and scope 
thereof, can make various changes and modifications of the invention to adapt it to 
various usages and conditions. 
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10 WHAT IS CLAIMED IS: 

L A method for the treatmetit of cancerous cell growth mediated by raf kinase 
comprising administering a compound of formula I 

t 

A-NH-C-NH-B I 
IS wherein B is a substituted or unsubstituted, up to tricyclic, aiyl or heteroaryl 

moiety of up to 30 carbon atoms with at least one 5- or 6*member aromatic structure 

containing 0-4 members of the group consisting of nitrogen, oxygen and sulfur, 

wherein if B is a substituted group, it is substituted by one or more substituents 

independently selected from the group consisting of halogen, up to per- 

20 halosubstitution, and X^, wherein n is 0-3 and each X is independently selected from 
the group consisting of -CN, 'CO^R\ -C(0)NR'R' , -C(0)R\ -NO., -OR', - SK\ 
-NR'R', -NR'C(0)OR'', -NR'C(0)R^ CrC,o alkyl, C^-C^o alkenyl, C,-C,o alkoxy, C3- 
C,o cycloalkyl, C^-C,^ aryl, C7-C24 alkaryl, C3-C13 heteroaryl, C4-C23 alkheteroaryl, 
substituted C,-C,o alkyl, substituted C2-C,o alkenyl, substituted C,-C,o alkoxy, 

25 substituted Cj-Cjo cycloalkyl, substituted C4-C23 alkheteroaryl and -Y-Ar; 

wherein if X is a substituted group, it is substituted by one or more 
substituents independently selected fiom the group consisting of -CN, -C0:^\ 
-C(0)R*, -C(0)NR'R* , -OR', -SR*, -NR*R^ -NO,, -NR'C(0)R'' , -NR*C(0)OR' and 
halogen up to per-halo substitution; 

30 wherein R* and R** are independently selected from H, C,-C,o alkyl, Cj-Cjo 

alkenyl, Cj-Cjo cycloalkyl, Ce-C,^ aryl, Cj-Cjj heteroaryl, C7-C24 alkaryl, C4-C23 
alkheteroaryl, up to per-halosubstituted CrCio alkyl, up to per-halosubstituted C.-Cjo 
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alkenyl, up to per«halosubsiiiuted Cj-Cjo cycloalkyl, up to per-halosubstituted Q-C,4 
aryl and up to per-halosubstituted CrC,3 heteroaryl, 

wherein Y is ^ -S-, -N(Ry, -(CH,)-,, -C(0)-, -CH(OH)-, -(CH,)„,0-, 
.NR^C(0)NR^ NR^ -NR^C(O).. -C(0)NR^-, -(CH^LS-, -(CHjj^NCR^)., -OCCH^),-, 
-CHX\ -CX%-, -S-(CH2)„- and .N(R')(CH2),-, 

m = 1-3, and X" is halogen; and 

Ar is a 5-10 member aromatic structure containing 0-4 members of the group 
consisting of nitrogen, oxygen and sulfur which is unsubstituted or substituted by 
halogen up to per-halosubstitution and optionally substituted by Z„,, wherein nl is 0 
to 3 and each Z is independently selected from the group consisting of -CN, =0, 
'CO2R', -C(0)NR'R^ .C(0)- NR^ -NO^, -OR', - SR\ NR^R'\ -NR'C(0)OR^ 
-C(0)R\ -NR'C(0)R^ .SOjR', SO.NR'R^ CrC.o alkyl, C.-C.o alkoxyl, C^Co 
cycloalkyl, C^-Cj^ aryl, €3-0,3 heteroaryl, C7-C24 alkaryl, C.-C,, alkheteroaryi, 
substituted C,-C,o alkyl, substituted Cj-Cjo cycloalkyl, substituted CyC^A alkaryl and 
substituted C4-C23 alkheteroaryl; wherein if Z is a substituted group, it is substituted 
by the one or more substituents independently selected from the group consisting of - 
CN, 'CO,R\ -C(0)NR^R^ =0, -0R\ -SR^ -NO^, -NR^R^ , -NR^C{0)R^* , 
-NR^C(0)OR^ CrC,o alkyl, C,-C,o alkoxyl, Cj-Cjo cycloalkyl, , Cj-C,, heteroaryl, 
Q-C,4 aryl, C4-C24 alkheteroaryl and C7-C24 alkaryl, and 
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A is a heteroaryl moiety selected from the group consisting of 



5 



10 




wherein 

15 R' is selected from the group consisting of halogen^ Cj-Cjo alkyl, Cj-Cjo 

cycloalkyl, C,.C,3 heteroaryl, Q-u aryl, C7-24 alkaryl, up to per-halosubstituted CpCjo 
alkyl, up to per-halosubstituted Cj-Cjo cycloalkyl, up to per-halosubstituted C,.C,3 
heteroaryl, up to per-halosubstituted C^-^^ aryl, and up to per-halosubstituted C7-24 
alkaiyl; 

20 R- is selected from the group consisting of H, -C(0)R^ -CO^R', -CCONR^R^', 

CrCjo alkyl, Cj-Cjo cycloalkyl, C7-C24 alkaryl, C4-C23 alkheteroaryl, substituted C,-C,o 
alkyl, substituted Cj-Cjo cycloalkyl, substituted C7-C24 alkaryl and substituted C4-C23 
alkheteroaryl, 

where R^ is a substituted group, it is substituted by one or more substituents 
25 independently selected from the group consisting of -CN, - COjR"*, -C(0)-NR^R^', 
-NO2, -0R\ -SR**, and halogen up to per-halosubstitution, 

wherein R^ and R^' are independently selected from the group consisting of H, 
-OR', -SR', -NR*R'\ -C(0)R', -COjR', -C(0)NR'R^ CrC.o alkyl, €3-0,0 cycloalkyl, 
C6-C,4 aryl, €3-0,3 heteroaryl, C7-C24 alkaryl, C4-C23 alkheteroaryl, up to per- 
30 halosubstituted C,-C,o alkyl, up to per-halosubstituted €3-0,0 cycloalkyl, up to per- 
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halosubstituted Q-C^j aryl and up to per-halosubstituted C3-C,j heteroaryl; and 
wherein and R"* are independently selected from the group consisting of H, 
C,-C,o alkyl, C,-C,o cycloalkyl, Q-C^ aryl, Cj-C.j heteroaryl; C,-C, alkaryl, C,-Cj 
alkheteroaryl, up to per-halosubsiiiuted C,-C,o aikyl, up to per-halosubstituted Cj-Cjo 
cycloalkyl, up to per-halosubstituted Q-Ci^ aryl and up to per-halosubstituted CyC^^ 
heteroaryl, 

RMs C,-C,o alkyl, Cj-Cto cycloalkyl, up to per-halosubstituted C,-C,o alkyl and 
up to per-halosubstituted Cj-Cjo cycloalkyl; and 
R*" is hydrogen or halogen, 

R*" is hydrogen, halogen, C,-C,o alkyl, up to per-halosubstituted C|-C,o alkyl or 
combines with and the ring carbon atoms to which R' and R*^ are bound to form a 
5- or 6-membered cycloalkyl, aryl or hetaryl ring with 0-2 members selected from O, 
N and S; 

subject to the proviso that where A is 



t*Bu 




B is not 




wherein n = 2-4, 



or 
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2. A method as in claim 1, wherein B is up to a tricyclic aromatic ring 
structure selected from the group consisting of 




5 

which is substituted or unsubstituted by halogen, up to per-halosubstitution, and 
wherein 

n - 0-3 and 

each X is independently selected from the group consisting of -CN, -C02R^ 
10 -C(0)NR^R^ , -C(0)R\ -NO,, -0R^ - SR^ - NR^R^ >NR^C(0)OR^ .NR*C{0)R^ Cp 
C,o alkyl, CrC^o alkenyl, C,-C,o alkoxy, CyC^o cycloalkyl, C.^C^ aryl, CrC24 alkaryl, 
Cj-C,3 heteroaryl, C4-C2J alkheteroaryl, and substituted Ci-C,o alkyl, substituted Q-Cio 
alkenyl, substituted 0,-0,0 alkoxy, substituted Cj-Cjo cycloalkyl, substituted €4-023 
alkfaeteroaryl and -Y-Ar, 
15 wherein if X is a substituted group, it is substituted by one or more 

substituents independently selected from the group consisting of -CN, -002R^ 
.0(0)R\ -C(0)NR*R^ '0R\ -SRV -NR'R'* , NO^, -NR'0(0)R'" , -NR'C(0)OR*' and 
halogen up to per-halosubstitution; 

wherein R* and R^' are independently selected from H, 0,-0,0 alkyl, 02-0,o 
20 alkenyl, C3-C,o cycloalkyl, 0^-0,4 aiyl, Oj-O,, heteroaryl, OrC24 alkaiyl, O^Oj^ 

alkheteroaryl, up to per-halosubstituted C,-Oto alkyU up to per-halosubstituted Oj-Ojo 
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alkenyl, up lo per-halosubstituied Cj-CioCycloalkyl, up to per-halosubstituted Cj.-C,4 
aryl and up to per-halosubsiituted Cj-Cjj heieroaryl, 

wherein Y is - ^N(R')-, -(CH.)-^, -C(0)-, ^CH(OH)«, •(CH,)^0-, 

-NR^C(0)NR^ NR^ -NR^C(O)-, -C(0)NR^, -(CH^^S-, -(CH,LN(R^K '0(CHX'^ 
5 .CHX\ -CXV, MCH,)^^ and .N(RO(CHj)„-, 

m = 1 -3, and X* is halogen; and 

At is a SAO member aromatic structure containing 0-2 members of the group 
consisting of nitrogen, oxygen and sulfur which is unsubstituted or substituted by 
halogen up to per-halosubstitution and optionally substituted by Z„,, wherein nl is 0 to 

10 3 and each Z is independmtiy selected from the group consisting of -CN, =0, 

-CO,R', ^C(0)NR^R'*, -C(0)R^ -NO,, -0R\ - SR^ - NR^R'', -NR*C(0)OR' , -C(0)R\ 
•NR'C(0)R'\ -SCR', -SO,R'R'', C^Cjo alkyl, CrC.o alkoxy, Cj-C^o cycloalkyi, Q- 
C,4 aryl, €3-0,3 heteroaryl, C7-C24 alkaryl, Q-Qj alkheteroaryl, substituted C,-C,o 
alkyl, substituted €3-0,0 cycloalkyl. substituted C7-C24 alkaryl and substituted C4-C23 

15 alkheteroaryl; wherein if Z is a substituted group, it is substituted by one or more 
substituents indq)endently selected from the groiq> consisting of -CN, -C02R^ 
-C(0)NR'R' , -OR^ .SR^ -NO^, -NR^^ =0, .NR*C(0)R'' , -NR'C(0)OR' , CrC,o 
alkyl, C,-C,o alkoxyl, Cj-Cjo cycloalkyl, , Cj-Cij heteroaryl, Q-C„ aryl, C4-C24 
alkheteroaryl and €7*024 alkaryl. 

20 

3. A method of claim 1, wherein B is 

-Q-fY-Q^-Z,, 

s 

wherein 

Y is selected from the group consisting of -0-, -S-, -CHj-, -SCH,-, -CHjS-, , 
25 -CH(OH).,-C(OK-CX*2,.CX'H.,-CH,0.and.OCHr. 
is halogen, 

Q is a six member aromatic structure containing 0-2 nitrogen, substituted or 
unsubstituted by halogen, up to per-halosubstitution; 
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Q* is a mono- or bicyclic aromatic structure of 3 to 10 carbon atoms and 0-4 
members of the group consisting of N, O and S, unsubstituted or unsubstituied by 
halogen up to per-halosubstituiion, 

X, Z, n and nl are as defined in claim 1, and s - 0 or 1 . 

5 

4. A method as in claim 3, wherein 

Q is phenyl or pyridinyl, substituted or unsubstituted by halogen^ up to per- 
halosubstitiition, 

is selected from the group consisting of phenyl, pyridinyl, naphthyl, 
10 pyrimidinyl, quinoline, isoquinoline, imidazole and benzothiazolyl, substituted or 
unsubstituted by halogen, up to per-halo substitution, or Y-Q^ is phthalimidinyl 
substituted or unsubstituted by halogen up to per-halo substitution, and 

Z and X are independently selected from the group consisting of-R*, -OR*" 
and -NHR\ wherein R^ is hydrogen, C,-C,o-alkyl or Cj-Cio-cycloalkyl and R' is 
15 selected ftom the group consisting of hydrogen, Cj-Cjo-alkyl, Cj-C^-cycloalkyl and 
Q-Cio*aryl, wherein R^ and R^ can be substituted by halogen or up to per- 
halosubstitution. 

5. A method as in claim 1, comprising administering a compound of the 
20 formula 

A. 

NH-C-NH-B 

wherein R' and and B are as defined in claim 1 . 

6. A method as in claim 5, wherein B is of the formula 

25 ^ocin Q is phenyl or pyridinyl, Q' is pyridinyl, phenyl or benzothiazolyl, Y is -0-, 
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-CaS-, SCH..-. ^„,o., -Oct or -CH,, ^ 2 -SCH. or -NH CO, 
■n«hylami«,carbonylpte,yl)oxypheay|)„rea. 

pyndinyI)thiomethyl)phenyl)urea- 

l>yn<tayl)inethyloxy)phenyl)urea; 

*('-M«lVl-3-<OT-butyl.5-pynB„|y|).A,..(3^2. 
I>enzollua2olyl)oxyphaiyl)urei; 

^•<3.«„^»«y^5^W).;VH4-(4-p,ridy,)«„p'k^^^^ 

andpharamceutically acceptable salts thereof. 

8. A method as in claim 5, wherein R' is t-butyl. 
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9, A method as in claim 1 comprising administering a compound of the 
formula 



R' 



O' 



O 
II 



N ' — NH-C-NH-B 

wherein R' and B are as defined in claim 1. 



10. A method as in claim 9, v/herein B is of the formula 

f 

Q is phenyl or pyridinyl, is pyridinyl, phenyl or benzothiazolyl, Y is 

,C(0). or -CH,-, X is -CH3 and Z is -NH-C(0)-CpH2p.„ wherein p is -CHj, -OH, 

-OCH3, -CjHs, -CN or -C(0)CH3, n - 0 or I, s « 0 or 1 and nl = 0 or 1 . 



11. A method as in claim 1 comprising administering a compound selected 
from the group consisting of: 

7V-(5-/er/-ButyI-3-isoxazolyl)-Ar'-(4-(4-hydroxyphenyl)oxyphenyl)urea; 

A/^(5-/err-ButyI-3-isoxazolyl)W-(4-(3-hydroxyphenyl)oxyphenyl)urea; 

Ar-(5-/^r/-ButyI-3-isoxazolyl)-yV-(4-(4-.acetylphenyl)oxyphenyl)urea; 

A^-(5-fer/-Butyl-3-isoxazolyl)-A^ -(3-benzoylphenyl)urea; 

A^-(5-^er/-Butyl-3-isoxa2olyl)--/V -(4-pheny loxyphenyl )urea; 

Ar-(5-/er^ButylO-isoxazolyl)-A^-(4-(3-methylaminocarbonylphenyI)- 
thiophenyl)urea; 

A^-<5./err-ButylO-isoxazolyI)-A^H4-(4-(U2-methylenedioxy)^^^ 
oxyphenyl)urea; 

A45-/cr/-Butyl-3-isoxazoIyl)-^-(4-(3-pyridinyl)oxyphenyl)urea; 
A^(5-/er^Butyl-3-isoxazoIyl)-7^'-(4-(4-pyridinyl)oxyphenyl)urea; 
AK5-/er^Butyl-3-isoxazolyl)-7V'•<4-(4-pyridyI)thiophenyl)u^ea; 
A^-(5-/cr/-Butyl-3-isoxazolyl)-;V'-(4-(4-pyridinyl)mcthylphenyl)urea; 
M(5-/err--Butyl-3-isoxazolyl)-^'-(3-(4-pyridinyl)oxyphenyI)urea; 
7S^(S-/6r/-Butyl-3-isoxazolyI)-7^'-(3*(4-pyridinyl>thiophenyl)ure^^ 
. A^-(5-/e/f-Butyl-3-isoxa2olyl)-A^'-(3-(3-methyl-4-pyridinyl)oxy^^ 
M(5-/^/t-ButyI-3-isoxa2olyl)-Ar'-(3-(3-raethyM-pyridinyI)A^^ 
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yV-(5-/erNButyU3-isoxazolyI)-N44«(3-methyl-4-pyridinyl)thiophenyl)urea; 

A^-(5-/er/-Butyl-3-isoxazolyl)-A^ -(3-(4-methyl-3-pyridinyl)oxyphenyl)urea; 

A^-(5-re/7-Butyl-3-isoxazolyl)-A^ -(4-(3-niethyl-4-pyridinyl)oxyphenyl)urea; 
M-(5-/er/-Butyl-3-isoxa2olyI)-A^-(3-(2'benzothiazolyl)oxyphenyl)urea; 

A^(5-/er/-butyl-3-isoxa2olyl)-A^-(3-chloro-4-(4-(2-methylcarbamoyl)pyrid 
oxyphenyl) urea; 

A'^(5-/^r/-butyl-3-isoxazolyl)-7^-(4--(4-'(2-methyJcarbamoyl)pyridyl)- 
oxyphenyl) urea; 

N-(5-/^r^butyl-3-isoxazoIyI)-^'-(3-(4-(2-methylcarbamoyl)pyridyl)- 
thiophenyl) urea; 

/sf-(5-/er/-butyI-3-isoxazolyl)-/V-(2-raethyI-4-(4-(2-methylcaibamo^ 
oxyphenyl) urea; 

Ar-(5-rcrr-butyl-3-isoxazolyl)-Ar -(4-(4-(2-carbamoyl)pyridyl)oxyphenyl) urea; 

7V-(5-/er/-butyl-3-isoxa2olyl)-Ar-(3-(4"(2-carbamoyl)pyridyl)oxyphe urea; 

Ar-(5-/en-butyl-3-isoxazolyI>7Sr-(3-(4K2-methylcarbampyl)pyridyl)- 
oxyphenyl) urea; 

iV^(5-fer/-butyl-3-isoxazolyl)-JV-(4-(4-(2-methylcarbam 
thiophenyl) urea; 

iV-(5-/^r^buty^3-isoxazolyl)-^-(3-chlo^o-4-(4-(2-^^ 
oxyphenyl) urea; 

7V^(5-^er^butyl-3-isoxazolyl)-7V-(4-(3-methylcarbaInoyl)phenyI)oxyphenyl) 
urea; and phannaceutically acceptable salts thereof 

12. A method as in claim 10, wherein is t-butyl. 

13. A method as in claim 1 comprising administering a compound of the 
formula 



R 




wherein and B are as defined in claim 1 . 



14, A method as in claim 13, wherein B is of the formula 
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Q is is phenyl or pyridinyl, Q' is phenyl benzothiazolyl or pyridinyl, Ys -0-. -S- or 
-CH,-, Z is -CHj, -CI, -OC2H5 or --OCHj, n = 0, s = K and n 1 = 0 or 1 . 

15. A method as in claim 1 comprising administering a coxnpnd selected 
from the group consisting of 



5 Ar-(3-Isopropyl-5-] 
;s^-(3-rer/-ButyI-5- 

N'^i'tert'ButyUS 
N-(3'teri'Buty\'5 
10 A^-(3-rer/-Butyl-5H 
A^-(3-/^r/.Butyl-5-] 
A^-(3-/^r/-Butyl-5-i 
A^-(3-rer/-Butyl-5-: 



isoxazolyl)-A'"-(4-{4-pyridinyl)thiophcnyl)urea; 
isoxa2olyl)-NX4-(4-methoxyphenyl)oxypheniiirea; 
isoxazolyl)-A^-(5-(2-(4-acetylphenyI)oxy)pyraqrl)urea; 
isoxazolyl)-7V'-(3-(4-pyridinyl)thiophenyl)ure9. 
isoxa2olyl)-Ar-(4-(4-pyridinyl)methylphenyl)aB; 
isoxa2olyl)-N -(4-(4-pyridinyl)thiophenyl)ure? 
isoxa2olyl)-Ar-(4-(4-pyridinyl)oxyphenyl)ures 
isoxa2olyl)-A^-(4-(4-methyl-3-pyridinyl)oxyplByl)ttrea; 
isoxazolyl)-A^ -(3-(2-benzothiazolyI)oxyphenj|rea; 
iV-(3-( 1 , 1 -Dimethylpropyl)-5-isoxazolyl)-;\^ -(4^4- 
15 methylphenyI)oxyphenyl)urea; 

A^"(3-( 1 , 1 -Dimethylpropyl)-5-isoxazolyl)-7V '-(3-(4-pyridinyl)thi^^Bnyl)iirea; 
A^-(3-( 1 , 1 -Dimethylpropyl)-5-isoxazolyl)-A^ '-(^(4-pyridinyl)ox||Bcn>i)urea; 
A^-(3-( 1 , 1 -Dimethylpropyl)-5-isoxazolyl)-7V '•(4.(4-pyridinyl)thi^hBnyl)urea; 
A^-{3-( 1 , 1 -Dimethylpropyl-5-isoxazolyl)-A^ -(5-(2-(4- 
20 methoxyphenyl)oxy)pyridinyl)urea; 

JV-(3-(l-MethyH-ethylpK)pyl)-5-isoxazolyI)-Ar'-(4^4- 
pyridinyl)oxyphenyI)urea; 

A^(3-(l-McthyH-ethylpropyl)-5-isoxazolyl)-A^-(3-(4- 
pyridinyl)thiophenyl)urea; 
25 A^^(3-isopropyl-5-isoxa2olyI)-A/^ '•<3-(4-(2-methylcarbamoy l)pyri|0- 

oxyphenyl) urea; 

//-(3-isopropyl-5-isoxa2olyl)-//44-(4-(2-methylcaxbamoyl)pyi^ 
oxyphenyl) urea; 

A^-(3-/er/-butyl-5-isoxa2olyl)-;VX3-(4-(2-methylcarbamoyl)p>^^ 
30 oxyphenyl) urea; 

7\r.(3.r^/^-butyl-54soxa2olyl)-;\^X4-(4-(2-methylcarbamoyl)pyri^ 
oxyphenyl) urea; 

A^-(3-/er^buty^5-isoxazolyl)-;VX3-(4-(2-methylca^bamoyl)py^i^ 
thiophenyl) urea; 

35 A^-(3-( 1 ,1 -dimethylprop-1 -yI)-5-isoxazolyI)-Ar'.(3-(4-(2- 

methylcarbamoyl)pyridyl)-oxyphenyl) urea; 
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A^-{3-( Kl -dimeihylprop-1 -yl)-5-isoxazolyl)-N X4-(4-(2-- 
methylcarbanioyl)pyridyl)-oxyphenyl) urea 

/^-(3-^e^^buty^5-isoxazolyl)-N -(3"Chloro-4-(4-(2-methylcarbamoyl)pyridyI)- 
thiophenyl) urea 

and pharmaceutically acceptable salts thereof. 



16. A method as in claim 13, wherein is t-butyl. 

17. A method as in claim 1 comprising administering a compound of the 
formula 



£3 

} 




O 

II 

-NH-C-NH-B 



wherein R', R" and B are as defined in claim 1 . 



18. A method as in claim 17, wherein B is of the fonnula 



-Q-(Y-Qi^Z,, 
wherein Q is phenyl, Q' is phenyl or pyridinyU Y is -O- or Z is -CI, -CH3, -OH or 
OCH3,n«0,s = 0or 1 andnl =0-2. 



19. A method as in claim I comprising administering a compound selected 

from the group consisting of: 

A^(5-/^r/-Butyl-3-thienyl)-A^-(4-(3-methylphenyl)oxyphenyl)urea; 

A^(5-r€rr-Butyl-3-thienyl)-A^'-(4-(4-hydroxyphenyl)oxyphenyI)urea; 

7V-<5-/^r/.Butyl-3-thienyl)-A^*.(4-(4-methoxyphenyl)oxyphenyl)urea; 

//-(5-fer/-Butyl-3-thienyl)-A^'-(4-(4-pyridinyI)thiophenyl)urea; 
and pharmaceutically acceptable salts thereof. 



20. A method as in claim 17, wherein R* is t-butyl 



SUBSTITUTE SHEET (RULE 26) 



wo 99/32106 



PCT/US98/26078 



126 

21. A method as in claim 1 comprising administering a compound of the 
fomiula 

I I 11 

N NH-C-NH-B 

wherein R" and B are as defined in claim 1 . 

22. A method as in claim 21, wherein B is of the formula 

wherein Q is phenyl, is phenyl or pyridinyl, Y is -O- or s = I. n = 0 and 
nl = 0. 



23. A method as in claim 2 comprising administering a compound selected 
1 0 from the group consisting of: 

A^-(5-rm-Butyl.2-(l-thia-3,4-diazoJyl))-A^-(3-(4-pyridinyl)thiophenyl)urea; 
^-(5-r^r/-Butyl-2-(l-thia-3,4-diazolyl)>A^X4-(4-pyridinyl)oxyphenyl)^ 
and phanmaceutically acceptable salts thereof. 

15 24. A method as in claim 21, wherein R* is CFj- or t*butyl. 

25. A method as in claim 1 comprising administering a compound of one of 
the formulae 




NH-C-NH-B 

or 




NH-C-NH-B 
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wherein and B are as defined in claim 1 . 

26. A method as in claim 25, wherein B is up to per-halosubstituted phenyl, 
up to perhalosubstituted pyridinyl, or of the formula 



wherein Q is phenyl, is phenyl or pyridinyl, and Y is -O- or -S-, Z is -CI, -CHj, 
-OH or -OCH3, n = 0, s = 0 or 1 and nl = 0-2. 

27. A method as in claim 25, wherein is t-butyl. 

28. A method as in claim 1, comprising administering a compound of the 
formulae 



wherein Q is phenyl, Q* is phenyl or pyridinyl, and Y is -O- or -S-, Z is -CI or 
-OCH3,n = 0,s = 0or 1 andnl =0-2. 

30. A method as in claim 28, wherein R^ is t-butyl. 

31. A compound of the formula 



^ NH-C-NH-B 
wherein R' and R** and B are as defined in claim 1. 




29. A method as in claim 28, wherein B is of the fonnula 
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5 wherein is selected from the group consisting of H, -C{0)R\ -CO,R\ 

-C(0)NR^R^', C,-C,o alky], C^-C,o cycloalkyl, C7-C24 alkaryl, C4-C23 alkheteroaryl, 
substituted C|-C,o alkyl, substituted Cj-Cn, cycloalkyl, substituted €7-0,4 alkaryl and 
substituted 04-023 alkheteroaryl^ where if is a substituted group, it is substituted by 
one or more substituents independently selected from the group consisting of -CN, 

10 -C02R^ -C(0)-NR^R'* , -NO2, -OR', -SR^ and halogen up to per-halosubstitution, 

wherein R^ and R^ are independently selected from the group consisting of H, 
"OR^ -SR^ -hfR'R'*, -C(0)R^ -CO,R\ -C(0)NR"R'', CrC,o alkyl, €3-0,0 cycloalkyl, 
06-0,4 aryl, 03-0,3 heteroaryl, O7-C24 alkaryl, O4-O23 alkheteroaryl, up to per- 
halosubstituted 0,-0,o alkyl, up to per-halosubstituted Cj-O^o cycloalkyl, up to per- 

15 halosubstituted O^-O,^ aryl and up to per-halosubstituted O3-OJ3 heteroaryl; and 

wherein R"* and R^* are independently selected from the group consisting of H, 
OrCio alkyl, €3-0,0 cycloalkyl, C^-C^ aryl, C3-C13 heteroaryl; C7-O24 alkaryl, C4-C23 
alkheteroaryl, up to per-halosubstituted €r€io alkyl, up to per-halosubstituted €3-0,0 
cycloalkyl, up to per-halosubstituted C6-€,4 aryl and iq) to per-halosubstituted €3-0,3 

20 heteroaryl, 

wherein R' is selected from the group consisting of halogen, €3-€,o alkyl, €,.,3 
heteroaryl, C^tC^a aryl, C7-C24 alkaryl, €3-0,0 cycloalkyl, up to per-halosubstituted O,- 
0,0 alkyl and up to per-halosubstituted 03-0,0 cycloalkyl, up to per-halosubstituted 
0,.,3-heteroaiyl, up to per-halosubstituted 0^.,4-aryl , and up to per-halosubstituted 
25 07.24-aIkaryl; 

R*' is hydrogen, halogen, O,.,o-alkyl, up to per-halosubstituted O,.,o-alkyl or 
combines with R' and the ring carbon atoms to which R^ and R*' are bound to form a 5 
or 6 member cycloalkyl, aryl or heteroaryl ring with 0-2 members selected from O, N, 
andS, 

30 B is up to a tricyclic aromatic ring structure selected from the groiq) consisting 

of: 
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and 



which is substituted or unsubstituted by halogen, up to per-halosubstitution, and 
wherein n = 0-2; each X' is independently selected from die group of X or from the 
group consisting of-CN, 'CO,R\ -C(0)R', -C(0)NR'R', -0R^ -NO^, -NR'R', CrC.o 
alkyl, Cj.jo^alkenyl, C,.,o-alkoxy» C3-C,o cycloalkyl, Q-C,4 aryl and C7-C24 alkaryl, and 
X is selected from the group consisting of -SR^ -NR^C(0)OR', NR*C(0)R^*, C3-C13 
heteroaryl, C4-C23 alkheteroaryl, substituted C,-C,o alky I, substituted Cj.jo-alkenyl, 
substituted Cj.,o-alkoxy, substituted Cj-C,© cycloalkyl, substituted Q-Ci^ aryl, 
substituted C7-C24 alkaryl, substituted Cj-Cjj heteroaryl, substituted C4-C23 
alkfaeteroaryl, and -Y-Ar, 

wherein if X is a substituted group, it is substituted by one or more 
substituents independently selected from the group consisting of -CN, -CO2R*, 
-C(0)R\ -C(0)NR'R' , -0R\ -SR\ -NR'R' , NOj, .NR^C(0)R'' , -NR'C(0)OR'' and 
halogen up to per-halosubstitution; 

wherein R^ and R^ are independently selected from H, C,-C,o alkyl, Cj.jo* 
alkenyl, Cj-Cjo cycloalkyl, Q-C,4 aryl, Cj-Cij heteroaryl, C7-C24 alkaryl, C4-C23 
alkheteroaryl, up to per-halosubstituted C,-C,o alkyl; up to per-halosubstituted Cj.jo- 
alkenyl; up to per-halosubstituted €3-0,0 cycloalkyl, up to per-halosubstituted C^-Ci4 
aryl and up to per-halosubstituted Cj^Cta heteroaryl. 



wherein Y is -O-, -S-, -N(R'K -(CH^K, -C(Oh -CH(OH)-, •(CHj)^©-, 
-NR^C(0)NR^R^ -NRW)-, -C(0)NR% KCH2LS-, .(CH2)„N(R^K -CXCHj)^-, 
-CHX', -CXV, -S.(CH2)„- and .N(R*)(CH2)„., 



m = 1-3, and X" is halogen; and 
At is a 5-10 member aromatic structure containing 0-2 members of the group 
consisting of nitrogen, oxygen and sulfur which is unsubstituted or substituted by 
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halogen up to per-halo and optionally substituted by Z„,, wherein nl is 0 to 3 and each 
Z is independently selected from the group consisting of -CN, -CO^R', -C(0)R\ =0, 
-C(0)NR'R'\ -C(0)R\ -NO:, '0R\ - SR\ - NR^R', -NR'C(0)OR', -hfR'C(0)R^, - 
SO^R', -SO,R' R'* C,-C,o alkyl, C,-C,o alkoxy, CyC,^ cycloalkyl, Q-C„ aryl, C,^C,, 
heteroaryl, C7-C24 alkaryl, €4-0,3 alkheteroaryl, substituted CrC,o alkyl, substituted 
Cj-Cjo cycloalkyl, substituted C7-C24 alkaryl and substituted C^-C^j alkheteroaryl; 
wherein if Z is a substituted group, it is substituted by one or more substituents 
independently selected from the group consisting of -CN, -CO^R^, -C(0)NR^R*', =0, 
-OR^ -SR^ -NR'R'; -NR'C(0)R' , -NR'C(0)OR^ , CrC,o alkyl, C,.C,o 

alkoxyl, Cj-C.o cycloalkyl, , Cj-Cjj heteroaryl, Q-C,^ aryl, C4-C24 alkheteroaryl ,and 
C7-C24 alkaryl, subject to the proviso that where R* is t-butyl and R- is methly, B is not 



wherein 

Y is selected from the group consisting of -S-, -CHj-, -SCHj-, -CH^S-. 
-CH(OH)-, .C(0)-, -CX"^, -CX'H-, -CH^O^, and -OCHj-, 
X' is halogen, 

Q is a six member aromatic structure containing 0-2 nitrogen, substituted or 
unsubstituted by halogen, up to per-halosubstitution; 

Q' is a mono- or bicyclic aromatic structure of 3 to 10 carbon atoms and 0-4 
members of the group consisting of N, O and S, unsubstituted or unsubstituted by 
halogen up to per-haio^bstitution, 

X, Z, n and nl are as defined in claim 31 and s 0 or 1. 

33. A compound of claim 32, wherein 




32. A compound of claim 31, wherein B is 



-Q— (y~Q^2„, 

s 
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Q is phenyl or pyridinyL substituted or unsubstiiuied by halogen, up to per- 
halosubstitution, 

Q' is selected from the group consisting of phenyl, pyridinyl, naphthyl, 
pyrimidinyl, quinoline, isoquinoline, imidazole and benzothiazolyl, substituted or 
unsubstituied by halogen, up to per-halo, or -Y-Q' is phthalimidinyl substituted or 
unsubstituted by halogen up to per-halosubstitution, and 

Z and X are independently selected from the group consisting of -R^, -OR^ 
and -NHR\ wherein R^ is hydrogen, C,"C,o-alkyl or Cj-Cjo-cycloalkyl and R^ is 
selected fix>m the group consisting of hydrogen, Cj-Cjo-alkyl, Cj-Q-cycloalkyl and 
Cfe-C^o-aryl, wherein R^ and R^ can be substituted by halogen or up to per- 
halosubstitution. 

34. A compound of claim 32, wherein Q is phenyl or pyridinyl, Q' is 
pyridinyl, phenyl or benzothiazolyl, Y is -0-, -S-, -CH,S-, -SCHj-, -CH^O-, -OCHj- 
or -CH,-, and Z is -SCHj, or "NH-C(0)-CpH2pH. wherein p is M, n = 0, s = 1 and nl 

35. A compound of claim 3 1 of the foimula 



wherein R^ and B are as defined in claim 31. 

36. A compoimd as in claim 31 selected from the group consisting of: 
JV-(3-/erf-Butyl-5-pyrazoIyI)-A^-(4-phenyloxyphenyl)urea; 
AK3-/err-Butyl-5-pyra2olyl)-A^'.(3-(3- 
methylaminocarbonylphenyl)oxyphenyl)urea; 

Ar-(3-ter/-Buty!-5-pyra2olyl>iVX3-(4-pyridinyl)thiophenyl)urea; 

Af-(3-/err-ButyI-5-pyrazolyl)-A^-(4-(4-pyridinyl)thiophenyl)urea; 

A^-(3-/cr/-Butyl-5-pyrazoIyl>-A^-(4-(4-pyridinyl)oxyphenyl)urea; 

A^(3-/£rr-Butyl-5-pyra2olyl)-A^-(4-(4-pyridinyl)methylphenyl)urea; 

N-( 1 -Methyl-3-/^-butyl-5-pyrazolyl)-A^ '-(4-phenyloxyphenyl)urea; 

M•(l-MethylO-/er^butyl-5-pyrazolyl)-A^H3-(4-pyridi^yl)thiophenyl)^ 



t-Bu 



R 
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A^-( 1 -Methy l-3-/g/7-butyl-5-pyrazolyl)-yv -((4-(4- 
pyridinyI)thiomethyl)phenyl)urea; 

/V-(l-Methyl-3-/m-butyl-5-pyrazolyl)-A/'.(4-(4-pyridinyl)thiophenyl)urea; 
1 -Methyl-3-fm-butyl-5-pyra2oIyl)-A^ '-(4-(4-pyridinyl)oxyphenyl)urea; 
5 N-{ 1 -Methyl-3-/m-butyl-5-pyra20lyl)-A' '.((4-(4- 

pyridinyl)inethyloxy)phenyl)urea; 

A'-( 1 -Methyl-3-rer/-butyl-5-pyrazolyl)-A^ '-(3-(2- 
benzothiazolyl )oxyphenyl)urea; 

A'-(3-rm-butyl-5-pyrazolyl)-Ar'-{3-(4-pyridyl)thiophenyl)urea; 
10 ^-(3-'er/-bulyI-5-pyrazolyl)-Ar'-(4-(4-pyridyl)thiopheny[) urea; 

yV.(3-/m.butyl-5-pyrazolyl)-A^'-(3.(4-pyridyl)oxyphenyl) urea; 
A^-(3-/er/-butyl-5-pyrazolyI)-A^'-(4-(4-pyridyI)oxyphenyl)urea; 
A^-(l-methyl-3./e«.butyl-5-pyrazolyl)-A^'-(3-(4-pyridyl)thiophenyl)urea; 
M(l-methyI-3./m-butyl-5-pyra2olyl)-A^'-(4-(4-pyridyl)thiophenyl)urea; 
A/-(l-methyl-3-/er/-butyl-5-pyrazolyl)-A^'-(3-(4-pyridyl)oxyphenyl) urea; 
A^(l-methyl-3-terf-butyl-5-pyra2olyl)-A^-(4-(4-pyridyl)oxyphenyl)urea; 

and pharmaceutically acceptable salts thereof. 
20 37. A compound of the formula 

? 
N 

NH-C-NH-B 

wherein R' is selected from the group consisting of halogen.C,-C,o alkyl, C,-C,o 
cycloalkyl, 

C,.„-hetcroaryl, C..„-aryl, C,.„-alkaiyI, up to per-halosubstituted C,-C,o alkyl and 
per-halosubstituted C,-C,o cycloalkyl, up to per-halosubstituted C,.„-heteroaiyl, up to 
per-halosubstituted C8.,4-atyI , and up to per-halosubstituted C7.„-alkaryl; 

B is up to a tricyclic aromatic ring structure selected from the group consisting 

of 



25 
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which is substituted or unsubstituted by halogen, up to per-halosubstitution, and 
wherein n = 0-2; 

each X* is independently selected from the group of X or from the group consisting of 

5 ^N, -CO^R'. -C(0)R^ .C(0)NR*R^ .OR^ - NO^, -NR'R', CrC,o alkyl, Q.^o- 
alkenyl, C,.,o-alkoxy, C3-C,o cycloalkyl, Q-C,4 aryl and C7-C24 alkaryl, and 
X is selected from the group consisting of -SR^ -NR*C(0)OR*', NR^C(0)R^ Cj-C,, 
heteroaryl, C^-C.^ alkheteroaryl, substituted CrC,o alkyl, substituted C2.,o-alkenyl, 
substituted C,.,o-alkoxy. substituted Cj-Cjo cycloalkyl, substituted C^-Cu aryl, 

10 substituted C^-Cj^ alkaryl, substituted Cj-C,, heteroaryl, substituted C4-C23 
alkheteroaryl, and -Y-Ar, and 

wherein if X is a substituted group, it is substituted by one or more 
substituents independently selected from the group consisting of -CN, -C02R\ 
.C(0)R\ -C(0)NR^R^ .0R^ -SR\ -NR^R^ , NOj, .NR^C(0)R' . .NR^C(0)OR' and 

1 5 halogen up to per-halosubstitution; 

wherein R^ and R* are independently selected from H, C,-C,o aikyl, Cj.io- 
alkenyl, Cj-Cjo cycloalkyl, Q-C,4 aryl, Cj-C,, heteroaryl, C7-C24 alkaryl, C4-C23 
alkheteroaryl, up to per-halosubstituted C,-C,o alkyl, up to per-halosubstituted C2,,o- 
alkenyl, up to per-halosubstituted C^-Cjo cycloalkyl, up to per-halosubstituted C^-C^^ 

20 aryl and up to per-halosubstituted Cj-C,, heteroaryl. 
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wherein Y is - 0-, -S-, -N(R')-, -(CH,)-„., -C(0)-. -CH(OH)., -(CH.0„,O-, 
-NfR'C(0)NR^R^ -NR^C(O)-, -C(0)NR-^-, -(CH^^S-, -(CH,)„,N(R^)-, -0(CH,)„r, 
.CHX\ -CX%-, -S-{CH,),r and -N(R^)(CH,)„-, 
m = 1-3, and X' is halogen; and 
5 Ar is a 5-10 member aromatic structure containing 0-2 members of the group 

consisting of nitrogen, oxygen and sulfur which is unsubstituted or substituted by 
halogen up to per-halo and optionally substituted by Z„„ wherein nl is 0 to 3 and each 
Z is indqjendently selected from the group consisting of -CN, -C02R\ -C(0)R^ =0, 
-C(0)NR'R' , -C(0)R^ -NO2, -OR', - SR^ - NR*R^ -NR'C(0)OR'*, -NR^C(0)R' , - 

10 SO2R', -SO2 R' R'', CrC,o alkyl, CrC.o alkoxy, Cj-C^o cycloalkyl, Q-C,4 aryl, C3-C,3 
heteroaryl, Cy-C^^ alkaryl, C4-C23 alkheteroaiyl, substituted C^Cjo alkyl, substituted 
Q-Cio cycloalkyl, substituted C7-C24 alkaryl and substituted C4-C23 alkheteroaryl; 
wherein if Z is a substituted group, it is substituted by one or more substituents 
independently selected from the group consisting of --CN, -CO^R^ -C(0)NR'R^ =0, 

15 -OR^ •SR^ -NO2, -NR'R'' , -NR'C(0)R^ .NR^C(0)OR'' , CrC,o alkyl, C^Cjo 
alkoxyl, €3-0,0 cycloalkyl, , €3-0,3 heteroaryl, C6-C,4 aryl, C4-C24 alkheteroaiyl ,and 
C7-C24 alkaryl, 

subject to the proviso that where R* is t-butyl, 
B is not 




20 

wherein R*^ is -NHC(0)-0-t-butyl, -O-n-pentyl, -O-n-butyl, -0-n-propyl, 
-C(0)NH-(CH3)2, -OCHjCHCCH,)^, or 




25 38. A compound of claim 37, wherein B is 

wh^in 



-Q— fY-Q4;4i 
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Y is selected from the group consisting of -0% -S-, -CH,-, -SCH.-. -CH^S-, 
-CH(OH)-, -C(0)-, -CX%, .CX*H«, -CH.O- and -OCH,-, 
X"" is halogen, 

Q is a six member aromatic structure containing 0-2 nitrogen; substituted or 
5 unsubstituted by halogen, up to per-halosubstitution; 

is a mono- or bicyclic aromatic structure of 3 to 10 carbon atoms and 0-4 
members of the group consisting of N, O and S, unsubstituted or unsubstituted by 
halogen up to per-halosubstitution, 

X, Z, n and nl are as defined in claim 37 and s = 0 or 1 . 

10 

39. A compound of claim 38, wherein 

Q is phenyl or pyridinyl, substituted or unsubstituted by halogen, up to per- 
halosubstitution, 

is selected from the group consisting of phenyl, pyridinyl, naphthyl, 
IS pyrimidinyl, quinoline, isoquinoline, imidazole and benzothiazolyU substituted or 
unsubstituted by halogen, up to per-halo, or -Y-Q* is phthalimidinyl substituted or 
unsubstituted by halogen up to per-halosubstitution, and 

Z and X are independently selected from the group consisting of -R^ -OR^ 
and -NHR\ wherein R* is hydrogen, C,-C,o"alkyI or C^-Cjo-cycloalkyl and R^ is 
20 selected from the group consisting of hydrogen, Cj-Cjo-alkyl, Cj-Q-cycloalkyl and 
C^-C,o-aryl, wherein R^ and R' can be substituted by halogen or up to per- 
halosubstitution. 

40. A compound of claim 38, wherein Q is phenyl or pyridinyl, is 
25 pyridinyl, phenyl or benzothiazolyl, Y is -S-, -C(0)- or -CHj-, and Z is-NH- 

C(0>CpH2pH. wherein p is 1-4, -CHj, -OH, -OCH3, -OQHj, -CN or -C(0)CH3, n = 0 
or l,s- Oor 1 andnl =0or 1. 

41. A compoimd as in claim 22 selected from the group consisting of: 
30 A^-(5-/er/-Buty]-3-isoxazolyl)-N-(4-(4-hydroxyphenyl)oxyphenyl)urea; 

7V-(5-/er/-Butyl-3-isoxazolyl)-Ar-(4-(3-hydroxyphenyl)oxyphenyl)urea; 

^■<5-/erNButyl-3-isoxa2olyl)-//-(4-(4-acetylphenyl)ioxyphenyl)urea; 

A^-(5-/er/-ButyI-3-isoxa2olyl)-/V-(3-benzoylphenyl)urea; 
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A^-(5-/e/v-ButyI-3-isoxazoIyl)-A^ -(4-phenyloxyphenyl)urea; 
//-(5-/m-Butyl-3-isoxa2olyl)-A^*.(4-(3-methylaniinocarbonylphenyl)- 
thiophenyl)urea; 

A^-(5-rer/-Buty I-3-isoxazolyl)-A^ '-(4-(4-( 1 ,2-methy lenedioxy)phenyl)- 
5 oxyphenyl)urea; 

7V-(5-/m-Butyl-3-isoxazolyl)-A^-(4-(3-pyridinyl)oxyphenyl)urea; 

A^-(5-rer/-Butyl-3-isoxazolyl)-//X4-(4-pyridinyl)oxyphenyl)urea; 

A/-(5-rer/-Butyl-3-isoxa2oIyl)-A^-(4-(4-pyridyl)thiophenyI)iirea; 

Ar-(5-/err-Butyl-3-isoxazolyl)-A^'-(4-(4-pyridinyl)methylphenyl)urea; 
10 A^K5-/er/-Butyl-3-isoxazolyl)-7V-(3-(4-pyridinyl)oxyphenyl)urea; 

A^-(5-/er/-ButyI-3-isoxazoly])-A^-(3-(4-pyridinyl)thiophenyl)urea; 

7V-(5-/m-Butyl-3-isoxazolyl)-Ar'-(3«(3-methyl-4-pyridinyl)oxyphenyl)ure^ 

A^-(5-/er^Butyl-3-isoxazolyl)-A^-{3-(3-methy^4•pyridinyl)thiophenyl)u^ea^ 

A^-(5-/^r^Butyl-3-isoxazolyl)-A^-(4-(3-methyl'4-pyridinyI)thiophenyl)ure^^ 
1 5 A^(5-/m-Buty 1-3-isoxazoly 1)-A^ -(3-(4-inethy 1-3-pyridiny l)oxyphenyl)urea; 

A^-(5-/er^Butyl-3^soxazolyl)-/V'-(4-(3-methyl-4-pyridinyl)oxyphenyl)^u^^ 

A'^(5-/er^Butyl-3-isoxazoIyl)-/V-(3-(2-benzothiazoIyl)oxyphenyl)u^ea 

^-(5-/m-butylO-isoxazoIyl)-A^'-(3-chloro-4-(4-(2-methylcarbamoyl)^ 
20 oxyphenyl) urea; 

A^(5-rerf-butyl-3-isoxa2olyl)-A(X4-(4-(2-methylcait 
oxyphenyl) urea; 

AA-(5-ter^buty^3^soxa2olyl)-^^-(3-(4-(2-methylcaIbamoyl)pyridy0 
thiophenyl) urea; 

25 ^^5-rer^butylO-isoxazolyI)-/V-(2-nlethyl-4-(4-(2-methylcarbam^ 
oxyphenyl) urea; 

A^-(5-rerr-butyl-3-isoxa2»lyl)-Ar44-(4"(2-carbamoyl)pyridyl)oxyphenyI)u^ 
A^(5-/err-buty l-3-isoxa2oiyl)-7V '-(3-(4-(2-carbamoyl)pyridyl)oxyphenyl) urea; 
A^(5-/m-butyl-3-isoxazolyl)-Ar'.(3-(4-.(2-methylcarbamoyl)pyridyl)- 
30 oxyphenyl) urea; 

A^«(5-rerr-butyl-3-isoxazolyl)-A^X4-(4-(2-methylcarbamoyl)pyridyl)- 
thiophenyl) urea; 

A^-(5-re^t-butyl-3-isoxazolyl)-Af'.(3-chloro-4-(4-(2-methylcarbamoyl)pyridyl)- 
oxyphenyl) urea; 

35 AK5-fm-butylO-isoxazolyl).7\^-(4-(3-methylcarbainoyl)phenyl)oxyphenyl) 
urea; 

and phannaceutically acceptable salts thereof. 



SUBSTITUTE SHEET (RULE 26) 



wo 99/32106 



PCT/US98/26078 



137 

42. A compound of claim 37 of the fomiula 
t-Bu 




NH-C-NH-B 
wherein B is as defined in claim 37. 

43. A compound of the formula 

^\ fi ' 

NH-C-NH-B 

wherein R' is selected fifom the group consisting of halogen, Cj-C.o alkyl, C, ,j- 
heteroaryl, C«.„-aryl, C,.j4-alkaryl, Cj-C.o cycloalkyl, up to per-halosubstituted C,-C,o 
alkyl, per-halosubstituted Cj-C.o cycloalkyl, up to per-halosubstituted C,.„-heteroaiyl. 
up to per-halosubstituted C^u-aryl, and up to per-halosubstituted C^^.-alkaryl; and 
B is an aromatic ring structure selected from the group consisting of 
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which is substituted or unsubstituted by halogen, up to per-halosubstitulion, 
and wherein n = 0-2; 

each X' is independently selected from the group of X or from the group consisting of 
-CN. .CO,R\ -C(0)R^ -C(0)NR^R^ -0R\ - NO,, -NR^R^ C,-C„ alkyl, Q,,- 
alkenyl, C,.,o-alkoxy, C,-C,„ cycloalkyl, Q-C„ aiyl and C,-C,, alkaryl, and 

X IS selected from the group consisting of -SK\ -NR*C(0)OR' , NR^C(0)R^ 
C3-C,3 heteroaryl, C.-C,, alkheteroaryl, substituted C,-C,„ alkyl^ substituted Q.,,- 
alkenyl, substituted C,.,o-alkoxy, substituted C,-C,o cycloalkyl, substituted Q-C„ aiyl, 
substituted CrC« alkaryl, substituted C-C„ heteroaiyl, substituted C,-C,, 
alkheteroaryl, and -Y-Ar. and wherein if X is a substituted group, it is substituted by 
one or more substituents independently selected from the group consisting of -CN, 
-CO,R\ -C(0)R*. -C(0)NR'R*, -0R^ -SR*, -NR*R^' . NO,, -NR^C(0)R^, 
-NR'C(0)0R*" and halogen up to per-halosubstitution; 

wherein R' and R'' are independently selected from H, C,-C,o alkyl, C,.,o- 
15 alkenyl, C,-C,o cycloalkyl, C,-C„ aryl, CrC,, heteroaryl, C,-Q, alkaryl, C,-C„ 
alkheteroaryl, up to per-halosubstituted C,-C,o alkyl, up to per-halosubstituted C,.,o- 
alkenyl, up to per-halosubstituted Q-C,o cycloalkyl, up to per-halosubstituted C,-C„ 
aryl and up to per-halosubstituted Cj-C.j heteroarjd, 

wherein Y is - Os -S-. -N(R^)-, -(CH,)-„. -C(0)-. -CH(0H)-, -(Oi^JO., 
20 ->«^*C(0)NR'R%-NR^C(OK -C(0)NRS-(CH,)^.,-(CH,)„N(R')^ 
-CHX*. -CXV, -S-(CHJ„- and -N(R*)(CH,)„-. 

m 1 -3, and X* is halogen; and 
Ar is a 5- or 6-member aromatic structure containing 0-2 members of the group 
consisting of nitrogen, oxygen and sulfur which is unsubstituted or substituted by 
25 halogen up to per-halo and optionally substituted by Z.„ wherein nl is 0 to 3 and each 
Z is independently selected from the group consisting of -CN, -CO,R^ -C(0)R', =0, 
-C(0)NR*R^ -C(0)R^ -NO,, -OR', - SR\ - NR^R^ .NR^C(0)0R^ -NR*C(0)R^ - 
SO,RS -SO, R'R' . C,-C,o alkyl. C,-C,„ alkoxy, C,-C,o cycloalkyl. C,-C„ aryl. C3-C,, 
heteroaryl. C7-C2, alkaryl. C«-C„ alkheteroaryl. substitiited C,-C,o alkyl. substimted 
C,-C,o cycloalkyl, substituted C,-C„ alkaryl and substituted C^-Cjj alkheteroaryl; 
wherein if Z is a substituted group, it is substituted by one or more substitiients 
independently selected from the group consisting of -CN, -CO,R', -C(0)NR*R^ =0, 



30 
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-0R^ -SR', -NO,, -KR-'R-' , -NR'C(0)R' and -NR'C(0)OR\ C.-C.o alkyi, CrC.o 
alkoxyl, CyC^Q cycloalkyl, , CyC^^ heteroaryl, Cf.-C^^ aryl, C^-C.j alkheteroaryl ,and 
alkaryU 

and where R' is t-buiyl, B is not 




and where is -CH.-t-butyl, 
B is not 




44. A compound of claim 43, wherein B is 
wherein 

Y is selected from the group consisting of ~0-, -S-, -CH,-, -SCH,-, -CH^S-, 
.CH(OH)., -C(0)-, -CX%, -CX-H., -CHjO- and -OCH^-, 
X' is halogen, 

Q is a six member aromatic structure containing 0-4 nitrogen, substituted or 
unsubstituted by halogen, iq) to per-halosubstitution; 

Q' is a mono- or bicyclic aromatic structure of 3 to 10 carbon atoms and 0-2 
members of the group consisting of N, O and S, unsubstituted or unsubstituted by 
halogen up to per-halosubstitution» 

X, Z, n and nl are as defined in claim 43 and s 0 or 1, 

45. A compound of claim 44, wherein 

Q is phenyl or pyridinyl, substituted or unsubstituted by halogen, up to per- 
halosubstitution. 
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Q' is selected from the group consisting of phenyl, pyridinyl, naphthyl, 
pyrimidinyi, quinoline, isoquinoline, imidazole and benzothiazoiyL substituted or 
unsubstituted by halogen, up to per-halo, or -Y-Q' is phthalimidinyl substituted or 
unsubsriiuted by halogen up to per-halosubstitution, and 

Z and X are independently selected from the group consisting of -R^, -OR^ 
and -NHR\ wherein R^ is hydrogen, C,-C,o-alkyl or C3-Cio-cycloalkyl and R is 
selected from the group consisting of hydrogen, Cj-Cjo-alkyl, Cj-C^-cycloalkyl and 
Cft-Cjo-aryl, wherein R^ and R' can be substituted by halogen or up to per- 
halosubstitution. 

46* A compound of claim 43 of the formula 



wherein B is as defined in claim 43. 

47. A compound of claim 44, wherein Q is is phenyl or pyridinyl, is 
phenyl, benzothiazolyl or pyridinyl, Y is -0-, -S- or -CHj-, Z is -CHj, -CI-, OCjHj or 
-OCH3,n = 0.s = l,andnl «Oorl. 

48. A compound as in claim 43 selected from the group consisting of: 

7V-(34sopropyl-5-isoxa2olyl)-A^ -('*-(4~pyridinyl)thiophenyl)urea; 

Ar-(3-rerr-Butyl-5-isoxazolyl)-A^ -(4-(4-methoxyphenyl)oxyphenyl)urea; 

A'^(3-rer/-Butyl-5-isoxa2olyl)-A^-(5-(2-(4-acetylphenyl)oxy)pyridinyl)urea; 

A^-(3-/er/-Butyl-5-isoxazolyl)-A^-(3-(4-pyridinyl)thiophenyl)urea; 

7V-(3-rcrr-Butyl-5-isoxazolyl)-N -(4-(4-pyridinyl)methylphenyl)urea; 

A^-(3-/err-Butyl"5-isoxa2olyl)-Ar-(4.(4-pyridinyl)thiophenyl)urea; 

A^-(3-/err-Butyl-5-isoxazolyl)-Af-(4-(4-pyridinyl)oxyphenyl)urea; 

7V-(3-fert-Butyl-5-isoxazolyl)-N-(4-(4-methyl-3-pyridinyI)oxyphenyl)urea; 

A^(3-/er/-Butyl-5-isoxazolyl)-/V*-(3-(2-benzothia2olyl)oxyphenyl)urea; 

N'ii-i 1 , 1 -Dimethylpropyiy-S-isoxazolyO-iV -(4-(4- 
methylphenyl)oxyphenyl)urea; 

jV^3^1 J .Diinethylpropyl>S-isoxazolyl)-A^X3-^4iiyridiny^ 



t-Bu 
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A^-(3-(l J-Dimethylpropyl)-5-isoxazolyl)-A^H4-(4-pyridinyl)oxyphenyl)ure^^ 
A^-(3-(l,l-Dimeihylpropyl)-5-isoxazolyl)->V '-(4-(4-pyridinyl)thiophenyi)ure3; 
A^-{3-( 1 , 1 -Dimethylpropyl-5-isoxa20lyl)-A^ -(5K2-(4- 
methoxypheny 1 )oxy)pyridinyl)urea; 

N-(3-( 1 -Methyl- 1 -ethy Ipropyl)-5-isoxa2olyI)"// -(4^4- 
pyridinyl)oxyphenyl)urea; 

A^-(3-(l -Methyl-l -ethylpropyl)-5-isoxazolyl)-N -(3-(4- 
pyridinyl)thiophenyl)urea; 

N-(3-isopropyl-5-isoxazolyl)-A^43-(4-(2-methylcarbainoyl)pyridyl)- 
oxyphenyl) urea; 

Ar-(3-isopropyl-5-isoxazolyl)-A^X4-(4-(2-methylcarbanioyI)pyridyl)- 
oxyphenyl) urea; 

A^-(3-/e/Y-butyl-5-isoxazolyl)-Arv(3-(4-(2-methylcarbamoyl)p 
oxyphenyi) urea; 

^-(3-^er^buty^5-isoxazolyl)-yV^X4-(4-(2-methylcarbamoyl)pyridyl^ 
oxyphenyi) urea; 

7V^-(3-re/Y-butyl-5-isoxa2olyl)-A^X3-(4-(2-methylcarbamoyl)pyridyl)- 
thiophenyl) urea; 

A^-(3-( 1 ,1 -dimethylprop- 1 -yl)-5-isoxazolyl)-A^ -(3-(4-(2-methylcarbamoyI>. 
pyridyl)oxyphenyl) urea; 

A^-(3-( 1 , 1 -dimethylprop- 1 -yl)-5-isoxazolyl)-A^ -(4-(4-(2-methy Icarbamoyl)- 
pyridyl)oxyphenyl) urea; 

7V.(3-rer^buty^5-isoxazolyl)-A^-(3-chloro-4-(4-(2-methylcarbamoyl)pyri 
thiophenyl) urea; 

and pharmaceuticaily acceptable salts thereof. 
49. A compound of the formula 



wherein R' is selected from the group consisting of halogen, Cj-Cjo alkyl, C,.,3- 
heteroaryl, Q.,4-aryl, C7.24-alkaryl, Cj-Cjo cycloalkyl, up to per-halosubstituted C,-C,o 
alkyl and up to per-halosubstituted C,-C,o cycloalkyl, up to per-halosubstituted C,.,3- 
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heteroaryl, up lo per-halosubstituted Q.,^-aryl , and up to per-halosubstituted Q.,^- 
alkaryl; 

R*" is hydrogen or halogen and 

B is an aromatic ring structure selected from the group consisting of 



5 




which is substituted or unsubstituted by halogen, up to per-halosubstitution, 

and 

wherein n = 0-2; each X' is independently selected from the group consisting 
of X or from the group consisting of, -CN, -0R^ -NR^R^ CrC,o aikyl; and 

X is selected from the group consisting of-CO^R^, -C(0)NR'R^, -C(0)R'. 
-NO,, -SR', -NR'C(0)OR^ -NR'C(0)R^, C,-C,o cycloalkyl, Q-C,^ aryl, C^C^^ 
alkaryl, C3-C,3 heteroaryl, C4-C23 alkheteroaryl, and substituted C,-C,o alkyl, 
substituted Cjoo-^lkenyl, substituted C,.,o-alkoxy, substituted Cj-Cjo cycloalkyl, 
substituted Q-C^ aryl, substituted C7-C24 alkaryl, substituted Cj-Cu heteroaryl, 
substituted C4-C23 alkheteroaryl, and -Y-Ar, 

wherein if X is a substituted group, it is substituted by one or more 
substituents independently selected from the group consisting of -CN, -C02R^ 
.C(0)R', -C(0)NR'R^ -0R^ -SR\ -NR^R^ -NO,, -NR*C(0)R' , -NR'C(0)OR^ and 
halogen up to per-halo substitution; 



10 



15 



20 
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wherein R' and are independently selected from H, C,-C,o alkyl, Cmq- 
alkenyl, Cj-Cjo cycloalkyl, Q-C^ aryl, Ca-C,^ heteroaryl, alkaryl, C4-C3 

aikheteroaryl, up to per-halosubstituted C,-C,o alkyl, up to per-halosubstituted C2.10- 
alkenyl; up to per-halosubstituted Cj-C,o cycloalkyl, up to per-halosubstituted Cfi-C^ 
5 aryl and up to per-halosubstituted C^-C^y heteroaryl, 

wherein Y is - -S-, -N(R')-, -(CH.)-,, >C{0)-, -CH(OH)-, -(CH2)„0-, 
-NR^C{0)NfR^R^ -NR^C(O)-, .C{0)NR^, -{CH,)„S-, -(CH,LN{R^)-, -0(CH,),-, 
-CHX\.CXV,-S-(CH,)„,-and-N(R')(CH,)^^, m=K3, and XMs halogen; and 

Ar is a 5-10 member aromatic structure containing 0-2 members of the group 

10 consisting of nitrogen, oxygen and sulfur which is unsubstituted or substituted by 
halogen up to per-halosubstitution and optionally substituted by Z„„ wherein nl is 0 
to 3 and each Z is independently selected from the group consisting of-CN, -COjR*, 
.C(0)R\ =0, -C(0)NR'R^ -C(OV NR^ -NO,, .0R^ « SR^ -NR'R^ , -NR^C(0)OR^ 
-^IR'C(0)R^ -SO2R*, -SO^R'R' , CrC,o alkyl, CrC,o alkoxy, C3-C,o cycloalkyl, 

15 C,4 aryl, €3-0,3 heteroaryl, C7-C24 alkaryl, Q-Qj alkheteroaryl, substituted C,-C,o 
alkyl, substituted €3-0,0 cycloalkyl, substituted C7-C24 alkaiyl and substituted C4-C23 
alkheteroaryl; wherein if Z is a substituted group, it is substituted by the one or more 
substituents independently selected from the group consisting of ~CN, -COjR^ 
.C(0)NR'R'*, =0, -OR^ -SR% -NO,, -NR^R'*, -NR'C(0)R'' , -NR'C(0)OR', C^C^o 

20 alkyl, C,-C,q alkoxyl, Cj-Cjo cycloalkyl, , Cj-Cu heteroaryl, C6-C,4 aryl, C4-C24 
alkheteroaryl , and C7-C24 alkaryl, 

subject to the proviso that where R* is t-butyl and R*" is H, B is not of the 
fonnula 

25 

50. A compound of claim 49, wherein B is 
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— q-{y-qM7^z„, 

wherein 

Y is selected from the group consisting of -0-, -CH,-, -SCH;,-, -CH^S-, 
-CH(OH)-, -C(0)-, -CX%, -CX^'H-, -CH^O- and -OCH,-, 
X' is halogen, 

5 Q is a six member aromatic structure containing 0-2 nitrogen, substituted or 

unsubstituted by halogen, up to per-halosubstitution; 

Q* is a mono- or bicyclic aromatic structure of 3 to 10 carbon atoms and 0-4 

members of the group, consisting of N, O and S, unsubstituted or unsubstituted by 

halogen up to per-halosubstitution, 
10 X, Z, n and nl are as defined in claim 49 and s is 0 or 1. 

51. A compound of claim 50, wherein 

Q is phenyl or pjrridinyl, substituted or unsubstituted by halogen, up to per* 
halosubstitution, 

15 Q' is selected from the group consisting of phenyl, pyridinyl, naphthyl, 

pyrimidinyl, quinoline, isoquinoline, imidazole and benzothiazolyl, substituted or 
unsubstituted by halogen, up to per*halo, or -Y* Q* is phthaiimidinyl substituted or 
unsubstituted by halogen up to per-halosubstitution, and 

Z and X are independently selected from the group consisting of -R*, -OR^ 

20 and -NHR\ wh^-ein R* is hydrogen, C,-C,o-alkyl or Cj-Cio^cycloalkyl and R is 
selected from the group consisting of hydrogen, C3-C,o-alkyl» C^-Ce-cycloalkyl and 
Q-C,o-aryl» wherein R* and R^ can be substituted by halogen or up to per- 
halosubstitution. 

25 52. A compound of the formula 



t-Bu 




NH-C-NH-B 

wherein B is as defined in claim 49. 
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53. A compound of clain, 50. wherein Q is phenyl, Q' is phenvl or pvridinyl 
andY.s-O-or-S.,Zis-a-CH,..OHor-OCH„n = 0.s = 0or,andn.=0-2. 

54. A compound as in claim 49 selected from the graup consisting of: 



A/-(5-/er^Buty^3-thienyl)./^H4-(3-methyIphenyl)ox^^^^^ 
^- -/er^ButyI-3-thienyl)-A^H4-(4-hyd^,xyphenyl)oxyphenyI), 



^-(5-/er^Butyl-3-thienyl)-A^44K4-methoxyphenyl)oxypheny^ 

//-(5-/er^Butyl-3-thienyl)-A^44-(4-pyridinyI)thiopheny^)u^ 
and phannaceutically acceptable salts thereof. 



urea; 
urea; 



55. A compound of the fonnula 



N "--NH-n 



NH-C-NH-B 



Wherein R- is C.-C.^ allcyl, C3-C,, cycloalkyl, up to per-halosubstituted C,-C.. alkyi 
andper-halosubstitutedCj-CoCycloalkyl; 
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and B is an aromatic ring structure selected from the group consisting of 




which is substituted or unsubstituted by halogen, up to per-halosubstitution, and 
wherein n = 0-2, 

5 each X' is independently selected from the group consisting of X or from the 

group consisting of -CN, -NO^ and C,-C,o alkyl, and 

X is selected from the group consisting of-SR^ -CO.R^ -C(0)R^ 

.C(0)NR'R', -NR^R'*, -NR'C(0)OR', -NR*C(0)R', cycloalkyl. -C,-C,4 aiyl, 

-C7-C24, alkaryl, €3-0,3 heteroaryl, C4-'C23 alkheteroaryl, and substituted C,-C,o alkyl, 
10 substituted Cj.io-alkenyl, substituted C,.io-alkoxy, substituted Cj-Cjo cycloalkyl, 

substituted aryl, substituted aUcaryl, substituted heteroaryl, substinxted C4-C23 

alkheteroaryl and -Y-Ar; 

wh^ein if X is a substituted group, it is substituted by one or more 

substituents independently selected from the group consisting of -CN, -C02R^ 
15 -C(0)R^ -C(0)NR'R' , .OR^ -SR^ -NR'R^' , -NO,, -NR'C(0)R*' , -NR^C(O)0R'' and 

halogen up to per-halosubstitution; 

wherein R^ and R^ are independently selected from H, C,-C,o alkyl, Q^.i^-alkenvL C3- 
C,o cycloalkyl, C^-C^^ aiyl, C^-C^y heteroaryl, C7-C24 alkaryl, C4-C23 alkheteroaryl, up 
to per-halosubstituted Ci-C,o alkyl, u p to per-halosubstituted C^.t^^-alkcnyL up to per- 
20 halosubstituted Cj-Cjo cycloalkyl, up to per-halosubstituted Q-C,4 aryl and up to per- 
halosubstituted Cj-Cn heteroaryl, 
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wherein Y is - -S-, -N(R^h, <CH,y^, -C(0)-. -CHfOH)-, •(CH.j.O-, 
^NR'C(0)NR'R^*-, -NR^C(O)-, .C(0)NR^, ^{CHXS-. .(CH,),N(R^)-, -OCCH^V, 
-CHX^ ^CX^.. -S-CCHjL- and -N(R'XCH,)„,-, m = 1 -3, and X^" is halogen; and 

Ar is a 5*10 member aromatic structure containing 0-2 members of the group 
consisting of nitrogen, oxygen and sulfur which is unsubstituted or substituted by 
halogen up to per-halo and optionally substituted by Z„„ wherein nl is 0 to 3 and each 
Z is independently selected firom the group consisting of -CN, -COjR*, -C(0)R\ =0, 
.C(0)NR'R^ •C(0)R^ -NO2, -0R^ - SR\ - NR'R^ .NR'C(0)OR^ •NR'C(0)R' , 
-SCR', -SO^R^'', CrC,o alkyl, CrC.o alkoxy. C^-Cjo cycloalkyl, Q-C,^ axyl, Cj-C,3 
heteroaryl, C7-C24 alkaryl, C4-C23 alkheteroaryl, substituted CrC,o alkyl, substituted 
C3-C,o cycloalkyl, substituted C7-C24 alkaryl and substituted C^-Cj^ alkheteroaryl; 
wherein if Z is a substituted group, it is substituted by one or more substituents 
independently selected from the group consisting of-CN, -CO^R^ •C(0)NR*R', 

-OR\ -SR^ .NO2, -^fR'R^ -NR^C(0)R^* and -NR'C(0)OR^ CrC,o alkyl, C.-C^o 
alkoxyl, C^-C^q cycloalkyl, , C3-C,3 heteroaryl, Q-C,4 aryl, C4-C24 alkheteroaryl , and 
C7-C24 alkaryl. 

56. A compound as in claim 55, wherein B is 
wherein 

Y is selected from the group consisting of -0-, -CH,-, -SCH^-, -CHjS-, 
-CH(OH)-, -C(0)-, -CX^, -CX^H-, -CaO-, -OCH,-, 
X* is halogen, 

Q is a six member aromatic structure containing 0-2 nitrogen, substituted or 
unsubstituted by halogen, up to per-halosubstitution; 

is a mono- or bicyclic aromatic structure of 3 to 10 carbon atoms and 0-4 
members of the group consisting of N, O and S, unsubstituted or unsubstituted by 
halogen up to per-halosubstitution. 
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X, Z, n and n I are as defined in claim 55, and s is 0 or 1 . 

57. A compound as in claim 56, wherein 

Q is phenyl or pyridinyl, substituted or unsubstituted by halogen, up to per- 
halosubstitution, 

is selected fh>m the group consisting of phenyl, pyridinyl, naphthyl, 
pyrimidinyl, quinohne, isoquinoline» imidazole and benzothiazolyl, substituted or 
unsubstituted by halogen, up to per-halo, or -Y-Q* is phthalimidinyl substituted or 
unsubstituted by halogen up to per-halosubstitution, and 

Z and X are independently selected from the group consisting of ~R^ -OR^ 
and -NHR\ wherein is hydrogen, Ci-Cio-alkyl or Cj-Cio-cycloalkyI and is 
selected from the group consisting of hydrogen, Cj-Cjo-alkyl, Cj-Q-cycloalkyl and 
Cft-Cjo-aryl, wherein R*" and R^ can be substituted by halogen or up to per- 
halosubstitution. 

58. A compound as in claim 55, wherein B is of the formula 



wherein Q is phenyl, Q' is phenyl or pyridinyl, Y is -O- or -S-, s = U n = 0 and 
nl=0. 

59. A compound as in claim 55, of the formula 



60. A compound as in claim 55 selected from the group consisting of: 

A^(5-ferr-ButyI'2<l-thia-3,4-diazolyl))-Ar"(3-(^^^ 
A^(5•/er^Buty^2-(^thia-3,4-diazolyl))-A^^4-(4-pyridinyl^ 



Q—fv-Q^-Zni 

* ' s 




N 

wherein B is as defined in claim 55. 



NH-C-NH-B 



SUBSTITUTE SHEET (RULE 26) 



wo 99/32106 



PCTAJS98/26078 



149 



A^-(5-/m-butyl-2-(l-thiaO,4-diazolyl))-A/^'-(3-(4-(2-methylc^^ 
oxyphenyl) urea; 

A^-(5-/m-butyl-2-( 1 -thia-3,4-dia2olyl))-A^ -(4-(4-.(2-methylcarbamoyl)pyridyl)- 
oxyphenyl) urea; 

Ar-(5-/^r/-butyl-2-( 1 -thia-3,4.diazolyl))-A^ -(3-chloro-4.(4-(2- 
inethylcarbamoyl)pyridyl)-oxyphenyl) urea; 

A^-{5-/er/.butyl-2-(I-thia-3,4-diazolyl))-A^-(2-chloro-4-(4.(2- 
inethylcarbamoyl)pyridyl)-oxyphenyl) urea; 

A^{5-/m-butyl-2-(l4hiaO,4-diazolyl))-A^-(3-(4-pyridyl)thiophenyO urea; 
A^.(5-rer^buty^2-(l-thiaO,4-diazolyI))-A^H2-methyl-4-^^^ 
inethylcarbamoyl)pyridyl)oxyphenyl) urea; 

N-(5-(l,l-diraethylprop-l-yl)-2.(l4hiaOAdia2olyl)>ArX4-(3- 
carbamoylphenyl)oxyphenyl) urea; 

and pharmaceutically acceptable salts thereof. 
61. A compound of one of the fonnulae 



is selected from the group consisting of halogen, Cj-Cjo alkyl, C,.,3-heteroaryl, C^^ 
,4-aryl, C7.24-alkaryl, Cj-Cjo cycloalkyl, up to per-halosubstituted C,-C,o alkyl, up to 
per-halosubstituted Cj-Cjo cycloalkyl, up to per-halosubstituted C,.,3-heteroaiyl, up to 
per-halosubstituted Qoraryl > and up to per-halosubstituted C7.24-alkaryl; 

B is an aromatic ring structure selected from the group consisting of 




O 

NH-C-NH-B 




NH-C-NH-B 
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which is substituted or unsubstituted by halogen, up to per-halosubstitution, and 
wherein n = 0-2; 

each X' is independently selected from the group consisting of X or from the 
5 group consisting of -CN, -OR^ -NR^R^ , CrC,o alkyl; and 

X is selected from the group consisting of -C02R^ -C(0)NR^R^ -C(0)R\ 
.NO2, SR\ -NR'C(0)OR'; -NR^C(0)R^ C.-C.^ cycloaikyl, Q-Cu aryl, CrC., 
alkaryl, C3-C,3 heteroaryl, C4-C23 aikheteroaryl, and substituted Ci-C,o alkyl, 
substituted Cj^io-alkenyl, substituted C,.,o-alkoxy, substituted C^-C^q cycloalkyl, 
10 substittited Ge-C,^ aryl, substituted C7-C24 alkaryl, substituted C^-C^^ heteroaryl, 
substituted C4-C23 aikheteroaryl, and -Y-Ar, 

wherein if X is a substituted group, it is substituted by one or more 
substituents independently selected from the group consisting of -CN, -C02R\ 
.C(0)R', .C(0)NR'R^ -0R^ -SR^ -NR^R^ , -NO^, -NR*C(0)R'' , -NR*C(0)OR' and 
1 5 halogen up to per*halo substitution; 

wherein R^ and R** are independratly selected from H, CrC,o alkyl, 
alkenyl, Cj-Cjo cycloalkyl, Q-Cp^ aryl, Cj-Cn heteroaryl, C7-C24 alkaryl, C4-C23 
aikheteroaryl, up to per-halosubstituted C,-C,o alkyl, up to per-halosubstituted Cj.jo- 
alkenyl, up to per-halosubstituted Cj-Cjo cycloalkyl, up to per-halosubstituted Q-C,4 
20 aryl and up to per-halosubstituted Cj-C^j heteroaryl, 

wherein Y is - a, -S-, -N(R^)-, -(CHj)-^, -C(0)-, -CH(OH)., -(CH2LO-, 
-NR^C(0)NR'R' -NR^C(O)-, -C(0)NR^ -(CH^LS-, -(CHjLNCR*)-, -0(^2^-, 
-CHX\ -CXV, -S-(CH2)„- and -N(R^)(CH2)„-, 

m - 1 -3, and X' is halogen; and 
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Ar is a 5-10 member aromatic structure containing 0-2 members of the group 
consisting of nitrogen, oxygen and sulfur which is unsubstituted or substituted by 
halogen up to per-halosubstitution and optionally substituted by Z^^, wherein nl is 0 
to 3 and each Z is independently selected from the group consisting of -CN, -CO,R\ 
5 =0, -C(0)R^ .C(0)NR'R^ -C(0)- NR\ -NO,, -0R\ - SR\ - NR^R^ -NfR'C(0)OR\ 

-NR'C(0)R', -SO,R', -S03R'R^ C,-C,o alkyl, CrC.o alkoxy, cycloalkyl, C,- 

C,4 aryl, Cj-Cij heteroaryl, CrC,^ alkaryl, C4-C23 alkheteroaryl, substituted CrC.o 
alkyl, substituted C^-C^q cycloalkyi, substituted CrC^^ alkaryl and substituted C^-C., 
alkheteroaryl; wherein if Z is a substituted group, it is substituted by the one or more 
10 substituents independently selected from the group consisting of -CN, -CO;R^ - 
C(0)^[R*R^ =0, ^OR\ .SR\ -NO2, .NR'R'* , .NR*C(0)R'^ . -NR*C(0)OR* , C,-C,o 
alkyl, C,-C,o alkoxyl, C3-C,o cycloalkyi, , Cj-C,,, heteroaryl, Q-C,^ aryl, C^-C,, 
alkheteroaryl , and C7-C24 alkaryl. 

IS 62. A compound of one of the formulae 

t-Bu t-Bu 

NH-C-NH-B 
wherein B is as defined in claim 61. 

63. A compound of claim 61, wherein B is 
Xn 

20 wherein 

Y is selected firom the group consisting of -0-, -S-, -CH;-, -SCH,-, -CH^S-, 
-CH(OHK -C(0)., -CX%, -CX'H-. -CH^O- and -OCHr. 
X' is halogen, - 

Q is a six member aromatic structure containing 0-2 nitrogen, substituted or 
25 unsubstituted by halogen, up to per-halosubstitution; 
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is a mono- or bicyclic aromaiic structure of 3 to 10 carbon atoms and 0-4 
members of the group consisting of N, O and S, unsubstituted or unsubstituted by 
halogen up to per-halosubstitution, 

X, Z, n and nl are as defined in claim 61 and s is 0 or 1. 

64. A compound of claim 63. wherein 

Q is phenyl or pyridinyl, substituted or imsubstituted by halogen, up to per- 
halosubstitution, 

Q* is selected from the group consisting of phenyl, pyridinyl, naphthyl, 
pyrimidinyl, quinoline, isoquinoline, imidazole and benzothiazolyl, substituted or 
unsubstituted by halogen, up to per-halo, or -Y- is phthalimidihyl substituted or 
unsubstituted by halogen up to per-halosubstitution, and 

Z and X are independently selected from the group consisting of -R*, -OR^ 
and -NHR\ wherein R^ is hydrogen, C,-C,o-alkyl or Cj-Cjo-cycloalkyl and R^ is 
selected from the group consisting of hydrogen, Cj-Cjo-alkyl, Ca-Q-cycloalkyl and 
C6-C,o-aryl, wherein R^ and R^ can be substituted by halogen or up to per- 
halosubstitution. 



65. A compound of claim 61, wherein B is up to per-halosubstituted phenyl, 
up to perhalosubstituted pyridinyl, or of the formula 

wherein Q is phenyl, is phenyl or pyridinyl, and Y is -O or -S-, Z is -CI, -CH3, 
-OHorOCH3,n==0,s = 0orl andnl = 0-2. 



66. A compound of the fonnula 

R' 




O 
II 

NH-C-NH-B 
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wherein R' is selected from the group consisting of halogen^ Cj-Cio alkyl, C,- 
C,o cycloalkyl, C,.|3-heteroaryl, C5.,4-aryl, C7.24-alkaryK up to per-halosubstituted C,- 
C,o alkyl and up to per-halosubstituted Cj-Cjo cycloalkyl up to per-halosubstituted C,. 
,3-heteroaryl, up to per-halosubstituted C^,4-aryl, up to per-halosubstituted C7.24- 
5 alkaryl; R*' is hydrogen or halogen and 

wherein B is up to a tricyclic aromatic ring structure selected from the group 

consisting of 




10 which is substituted or unsubstituted by halogen, up to per-halosubstitution» and 
wherein 

n = 0-3 and 

each X is independently selected from the group consisting of -CN, -COzR^ 
.C(0)NR'R'; -C(0)R^ -0R^ - SR^ - NR*R^ .NRW)0R' , -NR^CCOR^ C,- 
15 C,o alkyl, C2.,o-alkenyl, C,.,o-alkoxy, Cj-C^o cycloalkyl, Q-C,4 aryl, C7-C24 alkaryl, C3- 
heteroaryl, Q-C^j alkheteroaryl, and substituted C,-C,o alkyl, substituted Q^jq- 
alkenyl, substituted C,.,o-alkoxy, substituted Cj-Cjo cycloalkyl, substituted C4-C23 
alkheteroaryl and -Y-Ar; 

wherein if X is a substituted group, it is substituted by one or more 
20 substituents independently selected from the group consisting of -CN, -COiR^ 

-C(0)R^ -C(0)NR*R^ -0R^ -SR\ -NR'R^ -NO^, -NR*C(0)R* , -NR*C(0)OR' and 
halogen up to per-halosubstitution; 
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wherein R-^ and R'' are independently selected from H, C,-C,o alkyl, C, 
alkenyl, C,-C,„ cycloalkyl, Q-C, aiyl. heteroaryl, C,-C„ alkaryl, Q-C, 

alkheteroaryl. up to per-haiosubstituted C,-C,o alkyl, up to per-halosubstituted C3,„- 
alkenyl, up to per-halosubstituted CyC,, cycloalkyl, up to per-halosubstiiuted Q-C„ 
aryl and up to per-halosubstituted Cj-C,, heteroaryl, 

wherein Y is - 0-, -S-, -N(R^)-. -(CH^K, -C(0)-, -CH(OHK -(CH,)„0-, 
-NR^C(0)NR^R^ .NR^C(OK -C(0)NRS -(CH,LS-, -(CH,) J|(R^K .o'(CH,L-, 
-CHX", -CX%-, -S-(CHj)„. and -NCR^XCH^)^-. 

m = 1-3, and X* is halogen; and 
At is a 5-10 member aromatic stmcture containing 0-2 members of the group 
consisting of nitrogen, oxygen and sulfur which is unsubstituted or substituted by 
halogen up to per-halo and optionally substituted by Z„„ wherein nl is 0 to 3 and each 
Z is independently selected from the group consisting of-CN, -CO,R', -C(0)R^ =0 
-C(0)NR*R', -C(0)R^ -NO,, -0R\ - SR^ - NR^R^-NR^C(O)0R^ -NR^C(0)RV 
SO,R^ -SO3 R^R-, C..C.0 alkyl, C3-C.0 cycloalkyl. Q-C., aryl, C,-C, heteroaryl, C,- 
C„ alkaryl, C.-C,, alkheteroaryl, substituted C,-C,o alkyl. substituted C,-C,o 
cycloalkyl, substituted C,-Q, alkaryl and substituted Q.C„ alkheteroaryl; wherein if 
Z is a substituted group, it is substituted by one or more substitiienti: independently 
selected from the group consisting of-CN. -COjR*, -C(0)NR*R'', O, -OR*, -SR*. - 
NO,. -NR^r, -NR^CCOR' . -NR^C(0)OR-, C,-C,o alkyl. C,-C.„ alkoxyl! C.-C,, 
cycloalkyl,. Cj-C,, heteroaryl. C,-C„ aryl, C,-C,, alkheteroaryl .and C-C,, alkaryl. 



67. A compound of claim 66, wherein B is 

^ 

-°-r-Q4rz.. 

wherein 

Y is selected from the group consisting of -0-, -S-, -CHj-, -SCH,-, -CH,S 
-CH(OH)-, -C(0)-, -CX'j, -CX-H-. -CHjO- and -OCHj-. 
X* is halogen. 
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Q is a six member aromatic structure containing 0-2 nitrogen; substituted or 
unsubstituted by halogen, up to per-halosubstitution; 

is a mono- or bicyclic aromatic structure of 3 to 10 carbon atoms and 0-4 
members of the group consisting of N, O and S, unsubstituted or unsubstituted by 
halogen up to per-halosubstitution, 

X, n and nl are as defined in claim 66 and s is 0 or 1 . 

68. A compound of claim 67, wherein 

Q is phenyl or pyridinyl, substituted or unsubstituted by halogen, up to per- 
halosubstitution, 

Q' is selected from the group consisting of phenyl, pyridinyl, naphthyl, 
pyrimidinyl, quinoline, isoquinoline, imidazole and benzothiazolyl, substituted or 
unsubstituted by halogen, up to per-halo, or -Y-Q' is phthalimidinyl substituted or 
unsubstituted by halogen up to per-halosubstitution, and 

Z and X are independently selected from the group consisting of -OR* 
and -NHR\ wherein R* is hydrogen, C,-C,o-aiIcyl or Cj-Cjo-cycloalkyl and R^ is 
selected from the group consisting of hydrogen, C^-Cto-alkyU Cj-Ce-cycloalkyl and 
C6-C,o-aryl, wherein R* and R^ can be substituted by halogen or up to per- 
halosubstitution. 
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69. A compound of the formula 

t-Bu 

4 s 

NH-C-NH-B 
wherein B is as defined in claim 66. 

70. A compound as in claim 66, wherein B is of the formula 

Q is phenyl, Q* is phenyl or pyridinyl, and Y is -O- or -S-, Z is -CI or -OCH,, n = 0, 
s^Oandnl =0-2. 

71. A pharmaceutical composition comprising a compound according to claim 
3 1 and a physiologically acceptable carrier. 

72. A pharmaceutical composition comprising a compound according to claim 
37 and a physiologically acceptable carrier. 

73. A pharmaceutical composition comprising a compound according to claim 
43 and a physiologically acceptable canier* 

74. A pharmaceutical composition comprising a compound according to claim 
49 and a physiologically acceptable carrier. 

75. A pharmaceutical composition comprising a compound according to claim 
55 and a physiologically acceptable carrier. 
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76. A pharmaceutical composition comprising a compound according to claim 
61 and a physiologically acceptable carrier. 

77. A pharmaceutical composition comprising a compound according to claim 
5 66 and a physiologically acceptable carrier. 



SUBSTITUTE SHEET (RULE 26) 



INTERNATIONAL SEARCH REPORT 



International application No. 
PCT/US98/26078 



A. CLASSIFICATION OF SUBJECT MATTER 

IPC(6) : Please See Exira Sheet. 

US CL : Please See Extra Sheet. 
According to Intemationai Patent Classification (IPC) or to both national cUssification and IPC 

a FIELDS SEARCHED 

Minimum documentation searched (classilication system followed by elassification symbols) 

U.S. : Please See Extra Sheet. 

Documentation searched other than minimum documentation to the extent that such documents are included in the fields searched 



Eleetronic data base consulted during the intemationai search (name of data base and, where pmctteable. search terms used) 
CAS ONUNE 



C. DOCUMENTS CONSIDERED TO BE RELEVANT 



Category* 


Citation of document, with indication, wticie appropnate, of the relevant passages 


Rcievant to claim No. 


A 


Chem. abstr., Voi.116, No. 21, 25 May 1992 (Columbus. OH, 
USA), pages 741-742, column 2. the abstiaa No. 2144S6r, 
KUJUNDZIC, N. 'Synthesis of 8-methyl-l, 2,3,4- 
tetrahydropyridoP,4-d]pyrimidine-2,4-dioDes.' Croat. Chem. Acta. 
1991, 64(4), 599-606 (Eng). 


1-4 


A 


US 3,754,887 A (BRANTLEY) 28 August 1973 . see entire 
document, cspedaHy column 1. 


31-36 


A 


WHITE et al. Heterocyclic Ureas: Inhibitors of Acyl- 
CoA:Cholesterol O-Acyltransferase as Hypocholesteroiemic Agents. 
J. Med. Chem. 25 October 1996, Vol. 39, No. 22, pages 4382- 
4395, especially pages 4387-4389. 


1-4. 37-48, 55-60 



{ x| Fulther documents are listed in the continuation of Box C. | ^ See patent family annex. 



•A- 



•0* 



•X- 



SptM c«t0gorwa of citail docmOTiti: 

<locum«Ud«fbiiBS fee ggiwwl alate of ih> «rt which a noi wtuid mn d 
lo b* of putieulir rDtswca 

««rii«r <locun«iil pub)tsh«l on or afWr lh« iotonutioml rUins 

tfocuBcnt whccb nay ihipv dmibta oo pnofity elMm(t) or whkb m 
cM li> ttttblith Ite ptiblioti B o dai« of MMihar ciniuii or otfur 

4om»mA folimiBS to u ont aiwIoMM, om, oithtbiiMn or olbtr 

DtntpnbltilMd prior to th* ntsmatioMl nUng but laMr (baa 



(atar documam pubUihod aftar tfia tnttmatMiial filmg data or priori^ 
data nd not tn coolUet with dia appUeation but eitad to undantoDd 
iha priiictpto or thoory tmdarljriiis (bt nventiork 

doeumant of particylar aalavanoa; tiw ekimad iovaation canaot b« 
conatdarod iioval or camiot ba contidrnd lo iavalva an imamiva aiap 
titlakaaolaaa 



domimt of p a ftim|» nkvaoca; tfw cbtmad bvaotioo canooc b« 
eonaidarod lo iavoiro aa nvtoiava atap wbaa tba docmaat ia 
eosibiaed with oaia or mora olbar aaeb doauaanta. aiicb combimtioD 
baiag obvioua lo o paraoB Aaiad b dia art 

docuasant namber of tha g 



Date of the aetual eompletion of the international seaich 
11 MARCH 1999 


Date 


fjTmailing 


of the intemationai search report 




Name and mailing address of the ISA/US 
Coomiutotter of Palenti aad Tradcmsrits 
BoxfCT 

Waihiogta.D.a 20231 
FaesimUe No. (703) 305*3230 


1 CAwR^c* 

Tek|Kbone No. 


CWO)30«-1235 / y 


ft 



INTERNATIONAL SEARCH REPORT 



Intcmaiional application No. 
PCT/US98/26078 



C (Continuation). DOCUMENTS CONSIDERED TO BE RELEVANT 


Category* 


Citation of document, with indication, where apprapriaie. of the rdevant passages 


Relevant to claim No. 


A 


US 4,183,854 A (CROSSLEY) IS January 1980. see entire 
document, especially column 1 . 


1-4 


X 


WO 96/25157 Al (SMITHKLINE BEECHAM CORPORATION) 
22 August 1996, see entire document, especially pages 16-17. 


49-54, 61-65, 74, 
76 


X 


WO 97/40028 Al (VERTEX PHARMACEUTICALS 
INCORPORATED) 30 October 1997, see entire document, 
especially pagies 11, 12, 16, 22 and 24, compound 85. 


66-70, 77 



Form PCT/ISA/210 (eontimuaion of aeoond thectKJuly 1992)* 



INTERNATIONAL SEARCH REPORT 



International application No. 
PCT/US98/26078 



Box I Observations where certain claims were found unsearchable (Continuation of item 1 of first sheet) 



This intemationai icpoit has not been established in respect of oatain claims under Article 17(2)(a) for the following reasons: 
Claims Nos.: 

because they relate to subject matter not required to be searched by this Autiionty, namely: 



Claims Nos.: 

because they relate to paita of the international application that do not comply with the preacribed requircmeiits to such 
an extent that no meaningful intenatioBal seaich can be earned out, apecifbaily: 



Claims Nos.: 

because they are dependent claims and are not drafted in aoooidanoe with the second and thiid scntenocs of Rule 6.4(a). 



Bos II Obaervatloiia where luity of InventiOB U lacldng (Coittlnttatlon of Item 2 of llrat sheet) 



This Internationa] Searching Authority found mulliple inventions in this ustcmatlomil application, as foilowa: 
Please Extm Sheet 



L AaaUicquired additional search fees were timdy paid by the applicam. this intena^ 

dainis. 

2. As aUaearchableciaiina could be aeaiched without effort justifyiqg an additi^ 
of any additbnal fee. 

3. [~| Aj only aome of the required additional search fees were timely paid by the applicant, this intemationai aeareh repoit ooven 

only those claims for which fees were paid* specifically claims Nos.: 



( I No required additional seareh fees were timely paid by the applicant. Consequently, this imemattonal search tepon is 
restrictisd to the invention first mentioned in the claims; it is covered by claims Nos.: 



Remark on Protest | | The additional seareh feea were accompanied by the applicant's protest. 

fx} No protest acoompanied the payment of additional seareh fees. 



Forai PCT/ISA/ZIO (oominuaticm of first sheet(l)Kiuly 1992)* 



INTERNATIONAL SEARCH REPORT 



Intemaiionai application No. 
PCT/US98/26078 



A. CLASSIRCATION OF SUBJECT MATTER: 
IPC (6): 

A61K 31/34, 31/38, 31/41, 31/415. 31/42. 31/425. 31/44, 31/47; C07D 215/20, 231/40, 261/14. 257/06, 263/48, 
271/113, 277/28, 285/135. 307/66, 333/36, 401/10. 401/12 

A. CLASSIFICATION OF SUBIECT MATTER: 
USCL : 



514/314. 340, 341, 342, 363, 364, 367, 371. 377, 380, 381, 407, 447, 472; 546/153, 268.7, 271.4, 272.1, 275.4, 
280.4; 548/140. 143. 165, 196, 233. 245, 246, 251. 371.7; 549/69, 480 

B. FIELDS SEARCHED 
Miniinuiii docuiiwotstion fcsfchod 
Ch«ificatk»n Syttem: U.S. 

514/314, 340, 341, 342, 363. 364, 367, 371. 377, 380, 381, 407, 447, 472; 546/153. 268.7, 271.4, 272.1. 275.4, 
280.4; 548/140, 143, 165, 196, 233. 245, 246, 251, 371.7; 549/69, 480 

BOX H. OBSERVATIONS WHERE UNITY OF INVOmoN WAS LACKING 
Tliis ISA found multtple inventions as follows: 

Group I. claim(s) 1-8, 31-36 and 71, drawn to compounds of fomula I wherein A is a pyrazole ring, oompositbns and 
methods of use. 

Group II, elaim(8) M, 9-16, 37*48, 72 and 73, drawn to compounds of fonnula I wfaeiein A is an isouzole ring, 
oompositioiis and nelliods of use. 

Group III, clBtm(s) 1-4, ll-M^ 25*27, 49*54, 61-65, 74 and 76, drawn to conqnunda of fonnula I wherein A is a 
thMqphene ring» composftions and methods of use. 

Group IV, ciaim(i) 1-4, 21-24. 55-60 and 75, drawn to compounds of fonnula I whefciii A is a 1,3,4-thiadiazole ring, 
compositions and methods of use. 

Group V, cUim(s) 1-4, 28-30, 66-70 and 77, dnwn to oonqiounds of fonnula 1 wher^ A is a ftirui ring, compositions 
and methods of use. 

Group VI, elatm(8) 1-4, drawn to method of using compounds of formula 1 wherein A is a 1.3.4-oxadiazoIe ring. 
Group VII, claim(s) 1-4. drawn to method of using compounds of fonnula I wherein A is an oxazole ring. 
Group VIII, clairo(a) 1-4, drawn to method of using connpouttds of formub I wherein A is a tctnzole ring. 
Group IX, clainKs) 1-4, drawn to method of using compounds of fonnula I wherein A is a thiasolc ring. 



The inventions listed as Groups 1-IX do not relate to a single inventive concept under PCT Rule 13.1 because, under 
PCT Rule 13,2. they lack the same or conesponding special technical features for the following reasons: there is a lack 
of unity among the ibove identified grou|» because ihm is no significant stnictural clement, other than a urea core, 
shared by all of the altenntives. Each of the groupi set forth above represents a acpamte discrete heterocyclic ring 
system which one skilled in the art which beside aharing no aignificant stnictural elcoient, cannot be said to belong to a 
recognized class of chemical compounds in the pbannaceuticat art. The claims are therefore considered to kck unity of 
iovcolion. 



Form PCTaSA/210 (extra sheet)(July 1992)* 



